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(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a TNF-a inhibitor which comprises an insulin resistance- improving 
medicine and an HMG-Co A reductase inhibitor and is useful as a medicine for preventing and treating TNF-a~ 
related diseases such as inflammatory diseases. 

S OLUTION : This TNF-a inhibitor comprising an insulin resistance-improving medicine and an HMG-Co A 
reductase inhibitor. 
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* NOTICES * 



JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3 Jn the drawings, any words are not translated. 



[Claim (s)] 

[Claim 1] The TNF-alpha inhibitor which comes to combine insulin resistance improvement medicine and a 
HMG-CoA reductase inhibitor. 

[Claim 2] Insulin resistance improvement medicine is a formula [I]. 
[Formula 1] 



Hydrocarbon-group or heterocycle radical;Y by which R may be permuted among [type, respectively -CO- - 

CH(OH)-or -NR3- (however, R3 shows the alkyl group which may be permuted — ) radicaljm shown — as for 

CH or N 'A, an oxygen atom or sulfur atom JR 1 show [ 0 or 1 ji ] a hydrogen atom or an alkyl group for 0, 1, or 

2;X, respectively, as for divalent aliphatic hydrocarbon radical© of a joint hand or carbon numbers 1 -7. Ring E 

may have further 1 -4 substituents, it may combine with R 1 and this substituent may form the ring. A hydrogen 

atom may be shown, or it may combine with each other, and L and M may form the joint hand, respectively. ] ** 

according to claim 1 which is the compound come out of and expressed, or its salt. 

[Claim 3] ** according to claim 2 whose compound expressed with a formula [I] is pioglitazone. 

[Claim 4] ** according to claim 2 whose compound expressed with a formula [I] is ROSHIGURITAZON. 

[Claim 5] ** according to claim 1 whose HMG-CoA reductase inhibitor is a SUTACHIN system compound. 

[Claim 6] ** according to claim 1 whose HMG-CoA reductase inhibitor is auction bus TACHIN, pravastatin, 

simvastatin, lovastatin, atrovastatin, fluvastatin, ITAB ASUTACHIN, ZD-4522, or a salt of those. 

[Claim 7] ** according to claim 1 whose HMG-CoA reductase inhibitor is atrovastatin or its salt. 

[Claim 8] ** according to claim 1 which comes to combine pioglitazone or its salt, auction bus TACHIN, or its 

salt. 

[Claim 9] ** according to claim 1 which comes to combine pioglitazone or its salt, pravastatin, or its salt. 
[Claim 10] ** according to claim 1 which comes to combine pioglitazone or its salt, atrovastatin, or its salt. 
[Claim 11]** according to claim 1 which comes to combine ROSHIGURITAZON, the salt and auction bus 
TACHIN, or its salt. 

[Claim 12] ** according to claim 1 which comes to combine ROSHIGURITAZON or its salt, pravastatin, or its 
salt. 

[Claim 1 3] ** according to claim 1 which comes to combine ROSHIGURITAZON or its salt, atrovastatin, or its 
salt. 

[Claim 14] ** according to claim 1 which is prevention /therapy agent of an inflammatory disease. 

[Claim 15] ** according to claim 14 whose inflammatory disease is rheumatoid arthritis. 

[Claim 16] ** according to claim 14 whose inflammatory disease is inflammatory bowel disease. 

[C laim 1 7] The therapy approach of the inflammatory disease characterized by medicating mammalian with the 

insulin resistance improvement medicine and the HMG-CoA reductase inhibitor of an effective dose. 

[Claim 18] The activity of the insulin resistance improvement medicine for the inflammatory disease therapy 

agent manufacture used combining a HMG-CoA reductase inhibitor. 



[Translation done.] 
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DETAILED DESCRIPTION 

[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to a TNF-alpha inhibitor useful as prevention / therapy agents, 
such as the disease in which it comes to combine insulin resistance improvement medicine and a HMG-CoA 
reductase inhibitor, and TNF-alpha participates, for example, an inflammatory disease etc. 
[0002] 

[Description of the Prior Art] It is thought that TNF(tumor necrosis factor)~alpha has achieved the important role 
in various diseases. For example, in the rheumatoid arthritis which is an inflammatory disease, production of TNF- 
alpha rises and it is thought that this brings about destruction of a joint organization. The following reports are 
made about the combination of insulin resistance improvement medicine and a HMG-CoA reductase inhibitor. 

1) Use with one sort of the HMGCoA reductase inhibition nature matter for prevention of arteriosclerosis and/or 
xanthoma and/or a therapy or two sorts or more, and one sort of the insulin resistance improvement matter or 
two sorts or more is indicated by JP,9-71540,A (EP-A -753298). 

2) The physic of an insulin susceptibility enhancement agent, alpha-glucosidase inhibitor and an aldose reductase 
inhibitor, biguanide, a SUTACHIN system compound, a squalene composition inhibitor, a FIBURATO system 
compound, an LDL catabolism accelerator, and angiotensin conversion enzyme inhibitor which comes to combine 
a kind at least is indicated by JP f 9-67271,A (EP-A -749751). 

However, and it is not suggested. [ neither of the above-mentioned reference ] [ depressor effect / TNF-alpha ] 
[0003] 

[Problem(s) to be Solved by the Invention] It is anxious for development of the TNF-alpha inhibitor which has the 
property which was fully excellent as physic — prevention and curative effects, such as the disease in which 
TNF-alpha participates, for example, an inflammatory disease etc., are excellent, and a side effect is not seen. 
[0004] 

[Means for Solving the Problem] This invention is a TNF-alpha inhibitor which comes to combine (1) insulin- 
resistance improvement medicine and a HMG-CoA reductase inhibitor.; 
(2) Insulin resistance improvement medicine is a formula [I]. 
[Formula 2] 



«-<Y) ra — (CH,) n — CH 
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Hydrocarbon-group or heterocycle radical;Y by which R may be permuted among [type, respectively -CO- - CH 
(OH)- or -NR3 - (however, R3 shows the alkyl group which may be permuted.) radical;m shown — as for CH or 
N;A, an oxygen atom or sulfur atom;R1 show [ 0 or 1;n ] a hydrogen atom or an alkyl group for 0, 1, or 2;X, 
respectively, as for divalent aliphatic hydrocarbon radical;Q of a joint hand or carbon numbers 1-7. Ring E may 
have further 1-4 substituents, it may combine with R1 and this substituent may form the ring. A hydrogen atom 
may be shown, or it may combine with each other, and L and M may form the joint hand, respectively. ] ** of the 
aforementioned (1) publication which is the compound come out of and expressed, or its salt; 

(3) ** of the aforementioned (2) publication whose compound expressed with a formula [I] is pioglitazone; 

(4) ** of the aforementioned (2) publication whose compound expressed with a formula [I] is ROSHIGURITAZON; 

(5) ** of the aforementioned (1) publication whose HMG-CoA reductase inhibitor is a SUTACHIN system 
compound; 

(6) ** of the aforementioned (1) publication whose HMG-CoA reductase inhibitor is auction bus TACHIN, 
pravastatin, simvastatin, lovastatin, atrovastatin, fluvastatin, ITABASUTACHIN, ZD-4522, or a salt of those; 
'7) ** of the aforementioned (1) publication whose HMG-CoA reductase inhibitor is atrovastatin or its salt; 

'8) ** of the aforementioned (1) publication which comes to combine pioglitazone or its salt, auction bus TACHIN, 
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or its salt; 

(9) ** of the aforementioned (1) publication which comes to combine pioglitazone or its salt, pravastatin, or its 
salt; 

(10) ** of the aforementioned (1) publication which comes to combine pioglitazone or its salt, atrovastatin, or its 
salt; 

(11) ** of the aforementioned (1) publication which comes to combine ROSHIGURITAZON, the salt and auction 
bus TACHIN, or its salt; 

(12) ** of the aforementioned (1) publication which comes to combine ROSHIGURITAZON or its salt, pravastatin, 
or its salt; 

(13) ** of the aforementioned (1) publication which comes to combine ROSHIGURITAZON or its salt, 
atrovastatin, or its salt; 

(14) ** of the aforementioned (1) publication which is prevention / therapy agent of an inflammatory disease; 

(15) ** of the aforementioned (14) publication whose inflammatory disease is rheumatoid arthritis; 

(16) ** of the aforementioned (14) publication whose inflammatory disease is inflammatory bowel disease; 

(17) The therapy approach of the inflammatory disease characterized by medicating mammalian with the insulin 
resistance improvement medicine and the HMG-CoA reductase inhibitor of an effective dose; 

(18) It is related with use [ of the insulin resistance improvement medicine for the inflammatory disease therapy 
agent manufacture used combining a HMG-CoA reductase inhibitor ]; etc. 

[0005] The insulin resistance improvement medicine used for this invention returns the insulin receptor function 
in which the failure is received, it is the drugs which improve the resistance of an insulin and the compound which 
has thiazolidinedione or an oxazolidinedione frame, for example, the compound expressed with the formula [I] 
preferably described above, or its salt is mentioned as the example. 

[0006] As a hydrocarbon group in the hydrocarbon group which is shown by R and which may be permuted, an 
aliphatic hydrocarbon radical, an alicycle group hydrocarbon group, an alicycle group-aliphatic hydrocarbon radical, 
an aroma aliphatic hydrocarbon radical, and an aromatic hydrocarbon radical are mentioned among a formula [I]. 
The carbon numbers in these hydrocarbon groups are 1-14 preferably. As an aliphatic hydrocarbon radical, the 
aliphatic hydrocarbon radical of carbon numbers 1-8 is desirable. As this aliphatic hydrocarbon radical, for 
example Methyl, ethyl, propyl, isopropyl, Butyl, isobutyl, sec.-butyl, t.-butyl, pentyl, Isopentyl, neopentyl one, t.- 
pentyl, hexyl, iso hexyl, the saturated-aliphatic-hydrocarbon radical (an example — ) of the carbon numbers 1-8, 
such as heptyl and octyl 1-propenyl,;, for example, vinyl, such as an alkyl group, 2-propenyl, 1-butenyl, 2-butenyl, 
3-butenyl, 2-methyl-1-propenyl, 1-pentenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 3-methyl-2-butenyl, 1-hexenyl, 
3-hexenyl, 2, 4-hexa dienyl, 5-hexenyl, 1-heptenyl, 1-OKUTENIRU, ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2- 
butynyl, 3~butynyl, 1 -cutting-pliers nil, 2-cutting-pliers nil, 3-cutting-pliers nil, 4-cutting-pliers nil, 1-hexynil, The 
partial saturation aliphatic hydrocarbon radicals (an example, an alkenyl radical, an alkadienyl radical, an alkynyl 
group, ARUKA G nil radical, etc.) of the carbon numbers 2-8, such as 3-hexynil, 2, 4-hexa G nil, 5-hexynil, 1- 
heptynyl, and 1 -OKUCHINIRU, are mentioned. As an alicycle group hydrocarbon group, the alicycle group 
hydrocarbon group of carbon numbers 3-7 is desirable. As this alicycle group hydrocarbon group, for example 
Cyclo propyl, cyclo butyl, the saturation alicycle group hydrocarbon group (an example — ) of the carbon numbers 
3-7, such as cyclopentyl, cyclohexyl, and cycloheptyl one 1 -cyclo pentenyl, such as a cycloalkyl radical, 2-cyclo 
pentenyl, 3-cyclo pentenyl, 1-cyclohexenyl, 2-cyclohexenyl, Partial saturation alicycle group hydrocarbon groups 
(an example, a cyclo alkenyl radical, cyclo alkadienyl radical, etc.) of carbon numbers 5-7, such as 3-cyclohexenyl, 
1-cycloheptenyl, 2-cycloheptenyl, 3-cycloheptenyl, 2, and 4-cyclo hepta-dienyl, are mentioned. 
[0007] As an alicycle group-aliphatic hydrocarbon radical, the things (an example, a cycloalkyl-alkyl group, cyclo 
alkenyl-alkyl group, etc.) which the above-mentioned alicycle group hydrocarbon group and the aliphatic 
hydrocarbon radical combined are mentioned, and the alicycle group-aliphatic hydrocarbon radical of carbon 
numbers 4-9 is desirable especially. As this alicycle group-aliphatic hydrocarbon radical, cyclopropyl methyl, cyclo 
propylethyl, cyclo butyl methyl, cyclopentyl methyl, 2-cyclo pentenyl methyl, 3-cyclo pentenyl methyl, cyclohexyl 
methyl, 2-cyclohexenyl methyl, 3-cyclohexenyl methyl, cyclohexyl ethyl, cyclohexyl propyl, cycloheptyl methyl, 
cycloheptyl ethyl, etc. are mentioned, for example. As an aroma aliphatic hydrocarbon radical, the aroma aliphatic 
hydrocarbon radicals (an example, aralkyl radical, etc.) of carbon numbers 7-13 are desirable. As this aroma 
aliphatic hydrocarbon radical, naphthyl alkyls of carbon numbers 11-13, such as phenyl alkyls of carbon numbers 
7-9, such as benzyl, phenethyl, 1-phenylethyl, 3-phenylpropyl, 2-phenylpropyl, and 1 -phenylpropyl, alpha-naphthyl 
methyl, alpha-naphthyl ethyl, beta-naphthyl methyl, and beta-naphthyl ethyl, etc. are mentioned, for example. As 
an aromatic hydrocarbon radical, the aromatic hydrocarbon radicals (an example, aryl group, etc.) of carbon 
numbers 6-14 are desirable. As this aromatic hydrocarbon radical, phenyl, naphthyl (alpha-naphthyl, beta- 
naphthyl), etc. are mentioned, for example. 

[0008] As a heterocycle radical in the heterocycle radical which is shown by R and which may be permuted, 1 
thru/or the heterocycle radical of 5 - 7 member contained four pieces, or a condensed-ring radical is mentioned 
among a formula [I] in the hetero atom chosen from an oxygen atom, a sulfur atom, and a nitrogen atom as 
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annular atoms in addition to a carbon atom. As the condensed ring, the condensed ring with five membered-rings' 
containing the heterocycle of such 5-7 member, six membered-rings containing 1 thru/or two nitrogen atoms, 
the benzene ring, or one sulfur atom is mentioned, for example. As an example of a heterocycle radical, for 
example 2-pyridyl t 3-pyridyl, 4-pyridyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 6-pyrimidinyl, 3-pilus DAJINIRU, 
4-pilus DAJINIRU, 2-pyrazinyl, 2-pyrrolyl, 3-pyrrolyl, 2-imidazolyl, 4-imidazolyl, 5-imidazolyl, 3-pyrazolyl, 4- 
pyrazolyl, iso thiazolyl, iso oxazolyl, 2~thiazolyl, 4-thiazolyl, 5-thiazolyl, 2~oxazolyl, 4-oxazolyl, 5-oxazolyl, 1 and 2, 

4- OKISA diazole-5-IRU, 1, 2, 4-triazole-3-IRU, 1 and 2, 3-triazole-4-IRU, Tetrazole-5-IRU, benzimidazole-2- 
IRU, Indore-3-IRU, 1 H-indazole-3-IRU, 1H-[2 and 3-pyrrolo b] pyrazine-2-IRU, 1H-[2 and 3-pyrrolo b] pyridine- 
6-IRU, 1H-[4 and 5-imidazo b] pyridine-2-IRU, 1H-[4 and 5-imidazo c] pyridine-2-IRU, 1H-[4 and 5-imidazo b] 
pyrazine-2-IRU, benzopyranyl, dihydrobenzopyranyl, etc. are mentioned. This heterocycle radical is pyridyl, 
oxazolyl, or a thiazolyl radical preferably. 

[0009] The hydrocarbon group and heterocycle radical which are shown by R may have 1-3 substituents 
preferably in 1-5 locations of respectively replaceable arbitration among the formula [I]. As this substituent, an 
aliphatic hydrocarbon radical, an alicyclic hydrocarbon radical, an aryl group, an aromatic heterocycle radical, a 
non-aromatic heterocyclic group, a halogen atom, a nitro group, the amino group that may be permuted, the acyl 
group which may be permuted, the hydroxy! which may be permuted, the thiol group which may be permuted, the 
carboxyl group which may be esterified, an amidino group, a carbamoyl group, a sulfamoyl group, a sulfonic group, 
a cyano group, an azide radical, and a nitroso group be mentioned, for example 

[0010] As an aliphatic hydrocarbon radical, the aliphatic hydrocarbon radical of the shape of the shape of a 
straight chain of carbon numbers 1-15 and branching, for example, an alkyl group, an alkenyl radical, an alkynyl 
group, etc. are mentioned. The alkyl group of carbon numbers 1-10, for example, methyl, as a suitable example of 
an alkyl group Ethyl, propyl, isopropyl, butyl, isobutyl, sec -butyl, t. - butyl, pentyl, isopentyl, neopentyl one, t- 
pentyl, 1 -ethyl propyl, hexyl, iso hexyl, 1, and 1 -dimethyl butyl, 2, and 2-dimethyl butyl, 3, and 3-dimethyl butyl, 2- 
ethyl butyl, hexyl, pentyl, octyl, nonyl, DESHIRU, etc. are mentioned. As a suitable example of an alkenyl radical, 
the alkenyl radical of carbon numbers 2-10, For example, vinyl, an allyl compound, isopropenyl, 1-propenyl, 2- 
methyl-1-propenyl, 1-butenyl, 2-butenyl T 3-butenyl, 2-ethyM-butenyl, 3-methyh2-butenyl, 1-pentenyl, 2- 
pentenyl, 3-pentenyl, 4-pentenyl, 4-methy|-3-pentenyl, 1-hexenyl, 2-hexenyl, 3-hexenyl, 4-hexenyl, 5-hexenyl, 
etc. are mentioned. As a suitable example of an alkynyl group, the alkynyl group of carbon numbers 2-10, for 
example, ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl, 3-butynyl, 1 -cutting-pliers nil, 2-cutting-pliers nil, 
3-cutting-pliers nil, 4-cutting-pliers nil, 1-hexynil, 2-hexynil, 3-hexynil, 4-hexynil, 5-hexynil, etc. are mentioned. 
[001 1] As an alicyclic hydrocarbon radical, the saturation of carbon numbers 3-12 or the alicyclic hydrocarbon 
radical of partial saturation, for example, a cycloalkyl radical, a cyclo alkenyl radical, a cyclo alkadienyl radical, etc. 
are mentioned. As a suitable example of a cycloalkyl radical, the cycloalkyl radical of carbon numbers 3-10, for 
example, cyclo propyl, cyclo butyl, cyclopentyl, cyclohexyl, cycloheptyl one, cyclo octyl, bicyclo [2.2.1] heptyl, 
bicyclo [2.2.2] octyl, bicyclo [3.2.1] octyl, bicyclo [3.2.2] nonyl, bicyclo [3.3.1] nonyl, bicyclo [4.2.1] nonyl, bicyclo 
[4.3.1] DESHIRU, etc. are mentioned. As a suitable example of a cyclo alkenyl radical, the cyclo alkenyl radical of 
carbon numbers 3-10, for example, 2-cyclopentene-1-IRU, 3-cyclopentene-1-IRU, 2-cyclohexene-1~IRU, 3- 
cyclohexene-1-IRU, etc. are mentioned. As a suitable example of a cyclo alkadienyl radical, cyclo alkadienyl 
radical of carbon numbers 4-10, 2 [ for example, ], 4-cyclopentadiene-HRU, 2, 4-cyclohexadiene-HRU, 2, and 

5- cyclohexadiene-HRU etc. is mentioned. As a suitable example of an aryl group, the aryl group of carbon 
numbers 6-14, for example, phenyl, naphthyl (1-naphthyl, 2-naphthyl), anthryl, phenan tolyl, 
ASENAFUCHIRENIRU, etc. are mentioned. 

[0012] As a suitable example of an aromatic heterocycle radical, for example A furil, thienyl, pyrrolyl, Oxazolyl, iso 
oxazolyl, thiazolyl, iso thiazolyl, imidazolyl, Pyrazolyl, 1 and 2, 3~oxadiazolyl, 1 and 2, 4-oxadiazolyl, 1, 3, 4- 
oxadiazolyl, furazanyl, 1 and 2, 3-thiadiazolyl, 1, 2, 4-thiadiazolyl, 1 and 3 f 4-thiadiazolyl, 1 and 2, 3-thoria 
ZORIRU, 1, 2, 4-thoria ZORIRU, tetra-ZORIRU, pyridyl, pilus DAJINIRU, Aromatic series monocycle type 
heterocycle radical;, for example, benzofuranyl, such as pyrimidinyl, pyrazinyl one, and thoriadinyl, Iso 
benzofuranyl, benzo[b] thienyl, the indolyl, the iso indolyl, 1 H-indazolyl, benzoimidazolyl, benzoxazolyl, 1, 2-BENZO 
iso oxazolyl, Benzothiazolyl, 1, 2-BENZO iso thiazolyl, 1H-benzothoria ZORIRU, Quinolyl, iso quinolyl, 
SHINNORINIRU, chinae-cortex ZORINIRU, kino KISARINIRU, Phthalazinyl, naphthyridinyl, Puri Nils, 
PUTERIJINIRU, carbazolyl, alpha-cull BORINIRU, beta-cull BORINIRU, gamma-cull BORINIRU, acridinyl, 
Phenoxazinyl, phenothiazinyl, FENAJINIRU, FENOKISA tsi nil, CHIANTORENIRU, FENATORIJINIRU, FENA trolley 
nil, in DORIJINIRU, [1 and 2-pyrrolo b] pilus DAJINIRU, pyrazolo [1 and 5-a] pyridyl, Imidazo [1 and 2~a] pyridyl, 
imidazo [1 and 5-a] pyridyl, Aromatic series condensation heterocycle radicals, such as [1 and 2-imidazo b] pilus 
DAJINIRU, imidazo [1 and 2-a] pyrimidinyl, 1 and 2, 4-triazolo [4 and 3-a] pyridyl, 1 and 2, and 4-[4 and 3- 
triazolo b] pilus DAJINIRU, etc. are mentioned. 

[0013] As a suitable example of a non-aromatic heterocyclic group, oxy-RANIRU, azetidinyl, OKISETANIRU, 
CHIETANIRU, pyrrolidinyl, a tetrahydro furil, Thiola Nils, piperidyl, tetrahydropyranyl, mol HORINIRU, thio mol 
HORINIRU, piperazinyl one, pyrrolidino, piperidino, morpholino, thio morpholino, etc. are mentioned, for example. A 
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fluorine, chlorine, a bromine, and iodine are mentioned as an example of a halogen atom. In the amino group which 
may be permuted, N-mono-permutation amino-group and N, and N-JI permutation amino group is mentioned as a 
permuted amino group. As this permutation amino group, the amino groups (an example, methylamino, 
dimethylamino, ethylamino, diethylamino, dibutylamino, diaryl amino, cyclohexylamino, phenylamino, N-methy|-N- 
phenylamino, acetylamino, propionylamino, benzoylamino, nicotinoylamino, etc.) which have C1-10 alkyl group, a 
C2-10 alkenyl radical, C2-10 alkynyl group, an aromatic series radical, a heterocycle radical, or C1-10 acyl group 
as one piece or a two-piece substituent are mentioned, for example. 

[0014] As an acyl group in the acyl group which may be permuted, the acyl group of carbon numbers 1-13, for 
example, the alkanoyl radical of carbon numbers 1-10, the ARUKE noil radical of carbon numbers 3-10, the cyclo 
alkanoyl radical of carbon numbers 4-10, the cyclo ARUKE noil radical of carbon numbers 4-10, the aromatic 
series carbonyl group of carbon numbers 6-12, etc. are mentioned, for example. As a suitable example of the 
alkanoyl radical of carbon numbers 1-10, the formyl, acetyl, a propionyl, the butyryl, isobutyryl, valeryl, iso valeryl, 
pivaloyl, hexa noil, hepta-noil, octanoyl, etc. are mentioned, for example. As a suitable example of the ARUKE noil 
radical of carbon numbers 3-10, acryloyl, methacryloyl one, KUROTO noil, iso KUROTO noil, etc. are mentioned, 
for example. As a suitable example of the cyclo alkanoyl radical of carbon numbers 4-10, cyclobutane carbonyl, 
cyclopentane carbonyl, cyclohexane carbonyl, cycloheptane carbonyl, etc. are mentioned, for example. As a 
suitable example of the cyclo ARUKE noil radical of carbon numbers 4-10, 2-cyclohexene carbonyl etc. is 
mentioned, for example. As a suitable example of the aromatic series carbonyl group of carbon numbers 6-12, 
benzoyl, naphthoyl, nicotinoyl, etc. are mentioned, for example. As a substituent in the permuted acyl group, the 
alkyl group of carbon numbers 1~3, for example, the alkoxy group of carbon numbers 1-3, halogen atoms (an 
example, chlorine, a fluorine, bromine, etc.), a nitro group, hydroxy!, the amino group, etc. are mentioned, for 
example. 

[0015] In the hydroxy! which may be permuted, an alkoxy group, a cycloalkyloxy radical, an alkenyloxy radical, a 
cyclo alkenyloxy radical, an aralkyloxy radical, an acyloxy radical, an aryloxy group, etc. are mentioned as 
permuted hydroxy!, for example. As a suitable example of an alkoxy group, alkoxy group of carbon numbers 1-10, 
for example, methoxy, and ethoxy ** propoxy, isopropoxy, butoxy one, iso butoxy, sec.-butoxy, t.-butoxy, 
pentyloxy one, isopentyloxy, neopentyl oxy-** hexyloxy, heptyloxy, nonyloxy, etc. are mentioned. As a suitable 
example of a cycloalkyloxy radical, the cycloalkyloxy radical of carbon numbers 3-10, for example, cyclo butoxy, 
cyclopenthyloxy, cyclohexyloxy, etc. are mentioned. As a suitable example of an alkenyloxy radical, the alkenyloxy 
radical of carbon numbers 2-10, for example, allyl compound (ally!) oxy-** clo chill oxy-**2-pentenyl oxy-**3~ 
hexenyloxy etc., is mentioned. As a suitable example of a cyclo alkenyloxy radical, the cyclo alkenyloxy radical of 
carbon numbers 3~10, for example, 2-cyclo pentenyl oxy-**2-cyclo hexenyloxy etc., is mentioned. As a suitable 
example of an aralkyloxy radical, the aralkyloxy radical (an example, benzyloxy one, phenethyloxy, etc.) of carbon 
numbers 7-10, for example, one to phenyl-C4 alkyloxy etc., is mentioned. As a suitable example of an acyloxy 
radical, the alkanoloxy radicals (an example, acetyloxy, propionyloxy, butyryloxy, isobutyryloxy, etc.) of carbon 
numbers 2-4 etc. are preferably mentioned to the acyloxy radical of carbon numbers 2-13, and a pan. As a 
suitable example of an aryloxy group, the aryloxy group of carbon numbers 6~14, for example, phenoxy, 
naphthyloxy one, etc. are mentioned. This aryloxy group may have 1 thru/or two substituents, and halogen atoms 
(an example, chlorine, a fluorine, bromine, etc.) etc. are mentioned as such a substituent, for example. As a 
permuted aryloxy group, 4-chloro phenoxy etc. is mentioned, for example. 

[0016] In the thiol group which may be permuted, an alkylthio group, a cyclo alkylthio group, an alkenyl thio 
radical, a cyclo alkenyl thio radical, an aralkyl thio radical, an acyl thio radical, an aryl thio radical, etc. are 
mentioned as a permuted thiol group, for example. As a suitable example of an alkylthio group, the alkylthio group 
of carbon numbers 1-10, for example, a methylthio, ethyl thio, propyl thio, isopropyl thio, butyl thio, isobutyl thio, 
sec -butyl thio, t.-butyl thio, pentyl thio, isopentyl thio, neopentyl thio, hexyl thio, heptyl thio, nonyl thio, etc. are 
mentioned. As a suitable example of a cyclo alkylthio group, the cyclo alkylthio group of carbon numbers 3-10, for 
example, cyclo butyl thio, cyclopentyl thio, cyclohexyl thio, etc. are mentioned. As a suitable example of an alkenyl 
thio radical, the alkenyl thio radical of carbon numbers 2-10, for example, allyl compound (allyl) thio, clo chill thio, 
2-pentenyl thio, 3-hexenyl thio, etc. are mentioned. As a suitable example of a cyclo alkenyl thio radical, the cyclo 
alkenyl thio radical of carbon numbers 3-10, for example, 2-cyclo pentenyl thio, 2-cyclohexenyl thio, etc. are 
mentioned. As a suitable example of an aralkyl thio radical, the aralkyl thio radical (an example, benzyl thio, 
phenethyl thio, etc.) of carbon numbers 7-10, for example, one to phenyl-C4 alkylthios etc., is mentioned. As a 
suitable example of an acyl thio radical, the alkanoyl thio radicals (an example, acetyl thio, propionyl thio, butyryl 
thio, isobutyryl thio, etc.) of carbon numbers 2-4 etc. are preferably mentioned to the acyl thio radical of carbon 
numbers 2-13, and a pan. As a suitable example of an aryl thio radical, the aryl thio radical of carbon numbers 6- 
14, for example, phenylthio, naphthyl thio, etc. are mentioned. This aryl thio radical may have 1 thru/or two 
substituents, and halogen atoms (an example, chlorine, a fluorine, bromine, etc.) etc. are mentioned as such a 
substituent, for example. As a permuted aryl thio radical, 4-chloro phenylthio etc. is mentioned, for example. 
[0017] As a carboxyl group which may be esterified, an alkoxy carbonyl group, an aralkyloxy carbonyl group, an 
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aryloxy carbonyl group, etc. are mentioned, for example. As a suitable example of an alkoxy carbonyl group, the ' 
alkoxy carbonyl group of carbon numbers 2-5, for example, methoxycarbonyl, ethoxycarbonyl, propoxy carbonyl, 
butoxycarbonyl. etc. are mentioned. As a suitable example of an aralkyloxy carbonyl group, the aralkyloxy carbonyl 
group of carbon numbers 8-10, for example, benzyloxycarbonyl etc., is mentioned. As a suitable example of an 
aryloxy carbonyl group, the aryloxy carbonyl group of carbon numbers 7-15, for example, phenoxy carbonyl, p- 
tolyloxy carbonyl, etc. are mentioned. The substituents in the hydrocarbon group and heterocycle radical which 
are shown by R are the alkyl group of carbon numbers 1-10, an aromatic heterocycle radical, and an aryl group of 
carbon numbers 6-14 preferably, and are one to C3 alkyl, a furil, thienyl. phenyl, and naphthyl still more preferably. 

[0018] The substituent on the hydrocarbon group shown by R among a formula [I], and a heterocycle radical A 
substituent suitable further respectively when they are an alicyclic hydrocarbon radical, an aryl group, an aromatic 
heterocycle radical, or a non-aromatic heterocyclic group One or more pieces. You may have 1-3 pieces 
preferably. As such a substituent For example, the alkyl group of carbon numbers 1-6, the alkenyl radical of 
carbon numbers 2-6, the alkynyl group of carbon numbers 2-6, the cycloalkyl radical of carbon numbers 3-7, the 
aryl group of carbon numbers 6-14, and an aromatic heterocycle radical (an example — ) non-aromatic 
heterocyclic groups (an example — ), such as thienyl, a furil, pyridyl, oxazolyl, and thiazolyl A tetrahydro furil, 
morphohno, thio morpholino, piperidino, pyrrolidine piperazino, etc.. The aralkyl radical of carbon numbers 7-9 the 
amino group, an N-Monod C1-4 alkylamino radical, an N and N-G C1-4 alkylamino radical and the acylamino 
radical (an example — ) of carbon numbers 2-8 Amidino groups, such as acetylamino, propionylamino, and 
benzoylamino. The acyl group of carbon numbers 2-8 (an example, alkanoyl radical of carbon numbers 2-8, etc ) 
A carbamoyl group, N-Monod CI -4 alkyl carbamoyl group, N, and N-G C1-4 alkyl carbamoyl group, A sulfamoyl 
group, an N-Monod C1-4 alkyl sulfamoyl group, An N and N~G C1-4 alkyl sulfamoyl group, a carboxyl group The 
alkoxy carbonyl group of carbon numbers 2-8, hydroxyl, the alkoxy group of carbon numbers 1-4, The alkenyloxy 
radical of carbon numbers 2-5, the cycloalkyloxy radical of carbon numbers 3-7, The aralkyloxy radical of carbon 
numbers 7-9, the aryloxy group of carbon numbers 6-14, A sulfhydryl group, the alkylthio group of carbon 
numbers 1-4, the aralkyl thio radical of carbon numbers 7-9, the aryl thio radical of carbon numbers 6-14, a 
sulfonic group, a cyano group, an azide radical, a nitro group, a nitroso group, a halogen atom, etc. are mentioned. 
R is the heterocycle radical which may be permuted preferably among a formula [I]. R is the pyridyl and oxazolyl 
which may have still more preferably 1 thru/or three substituents chosen from one to C3 alkyl, a furil, thienyl 
phenyl, and naphthyl, or a thiazolyl radical. 

[0019] Among a formula [I], although Y shows -CO-, -CH(OH)-, or -NR3- (however, R3 shows the alkyl group 
which may be permuted.), -CH(OH)- or its -NR3- is desirable. In here, the alkyl group of carbon numbers 1-4 for 
example, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec.-butyl, t -butyl, etc. are mentioned as an alkyl group 
in the alkyl group which is shown by R3 and which may be permuted. Moreover, as a substituent, a halogen atom 
(an example, a fluorine, chlorine, a bromine, iodine), the alkoxy groups (example, methoxy, and ethoxy , propoxy 
butoxy one. iso butoxy, sec.-butoxy. t.-butoxy, etc.) of carbon numbers 1-4, hydroxyl, a nitro group, the acyl 
groups (an example, the formyl, acetyl, propionyl, etc.) of carbon numbers 1-4, etc. are mentioned, for example 
Although m shows 0 or 1, it is 0 preferably. Although n shows 0, 1, or 2, it is 0 or 1 preferably. Although X shows 
CH or N. it is CH preferably. 

[0020] A shows a joint hand or the divalent aliphatic hydrocarbon radical of carbon numbers 1-7 among a formula 
LU. Any of the shape of the shape of a straight chain and branching are sufficient as this aliphatic hydrocarbon 
radical, and any of saturation or partial saturation sufficient as it. As the example, for example The thing of 
saturation, such as -CH2- -CH(CH3)-, -(CH2)2- -CH(C2H5)-, -(CH2)3- -(CH2)4- -(CH2)5- -(CH2)6- and - 
(CH2)7- For example, -CH=CH- -C =CH- -CH=CH-CH2- -C (CH3) (C2H5) The thing of partial saturation, 
such as =CH-. -CH2-CH=CH-CH2- -CH2-CH2-CH=CH-CH2- -CH=CH-CH=CH-CH2- and -CH=CH-CH=CH- 
CH-CH CH2 , is mentioned. A is a joint hand or the divalent aliphatic hydrocarbon radical of carbon numbers 1-4 
preferably and, as for this aliphatic hydrocarbon radical, it is desirable that it is saturation further. A is a joint 
hand or (CH2) 2- still more preferably. The thing same as an alkyl group shown by R1 as the alkyl group in the 
above mentioned R3 is used. R1 is a hydrogen atom preferably. 
[0021] The inside of a formula [I], a partial structure expression [** 3] 




Each notation shows the above and this meaning among [type. ] ******. Moreover, Ring E may have further 1 
thru/or four substituents in the location of replaceable arbitration. As such a substituent, an alkyl group, the 
hydroxyl which may be permuted, a halogen atom, the acyl group which may be permuted, a nitro group, and the 
ammo group which may be permuted are mentioned. What has each of these [ be / the same as that of what was 
described as a substituent of the hydrocarbon group shown by the above-mentioned R and a heterocycle 
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radical / it ] is used. 

[0022] Ring E, i.e., a partial structure expression, [** 4] 




R2 shows among [type a hydrogen atom, an alkyl group, the hydroxyl that may be permuted, a halogen atom, the 
acyl group which may be permuted, a nitro group, or the amino group which may be permuted. ] What was 

described as a substituent of the hydrocarbon group shown by each by the above-mentioned R and a heterocycle 
radical as the alkyl group shown by R2, the hydroxyl which may be permuted, a halogen atom, the acyl group 
which may be permuted, and an amino group which may be permuted, and the same thing are mentioned. R2 is a 
hydrogen atom, the hydroxyl which may be permuted, or a halogen atom preferably. R2 is a hydrogen atom or the 
hydroxyl which may be permuted still more preferably, and is the alkoxy group of a hydrogen atom or carbon 
numbers 1-4 especially preferably. 

[0023] Among a formula [I], although it combines with a hydrogen atom or each other and L and M show a joint 
hand, they are a hydrogen atom preferably. Here, the (E) object and the (Z) object exist in the compound in which 
L and M join together mutually and form a joint hand about the double bond of the 5th place of an azo lysine 
dione ring. Moreover, the optical isomer of (R)-object by the asymmetrical carbon of the 5th place of an azo 
lysine dione ring and (S)-object exists in the compound which L and M show a hydrogen atom, respectively, and 
this compound contains the optically active substance and racemic modification of these (R)-object and (S)- 
object in it. 

[0024] For CH;A, a joint hand or -(CH2)2-;R1 are [ pyridyl, oxazolyl or thiazolyl radical;m which may have 1 as 
which R is chosen from C1-3 alkyl, a furil thienyl, phenyl, and naphthyl thru/or three substituents as a desirable 
example of a compound expressed with a formula [I], for example / 0;n / 0 or 1;X ] the hydrogen atom; ring E, i.e., 
a partial structure expression, [** 5]. 

XX "XX 

R2 [ and ] — hydrogen atom or C 1-4 alkoxy-group; — the compound L and whose M are hydrogen atoms is 
mentioned. 

[0025] As a suitable example of a compound expressed with a formula [I] For example, 5~[4~[2- (5-ethyl~2- 
pyridyl) Ethoxy] benzyl] -2, 4-thiazolidinedione (generic name: pioglitazone);5~[[4-[(3, 4-dihydro~6-hydroxy - 2, 5, 
7, 8 - tetramethy|-2H-1-benzopyran-2-IRU) methoxy] phenyl] methyl]-2 and 4-thiazolidinedione () 5~[[4-[2- 
generic name: — troglitazone; — (Methyl-2-pilus JINIRU amino) Ethoxy] phenyl] methyl] -2, 4-thiazolidinedione 
(generic name: ROSHIGURITAZON);5-[3-[4-(5-methyl-2-phenyl-4-thiazolyl methoxy) phenyl] propyl]-2, 4- 
oxazolidinedione etc. is mentioned. 

[0026] A salt with the salt which can be permitted in pharmacology as a salt of the compound expressed with a 
formula [I], for example, a salt with an inorganic base, a salt with an organic base, a salt with an inorganic acid, a 
salt with an organic acid, basicity, or acidic amino acid etc. is mentioned. As a suitable example of a salt with an 
inorganic base, a salt with alkaline earth metal, such as alkali metal, such as sodium and a potassium, calcium, and 
magnesium, and aluminum, ammonium, etc. is mentioned, for example. As a suitable example of a salt with an 
organic base, a salt with trimethylamine, triethylamine, pyridine, picoline, ethanolamine, diethanolamine, 
triethanolamine, dicyclohexylamine, N, and N-dibenzyl ethylenediamine etc. is mentioned, for example. As a 
suitable example of a salt with an inorganic acid, a salt with a hydrochloric acid, a hydrobromic acid, a nitric acid, 
a sulfuric acid, a phosphoric acid, etc. is mentioned, for example. As a suitable example of a salt with an organic 
acid, a salt with a formic acid, an acetic acid, trifluoroacetic acid, boletic acid, oxalic acid, a tartaric acid, a maleic 
acid, a citric acid, a succinic acid, a malic acid, methansulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid, 
etc. is mentioned, for example. As a suitable example of a salt with a basic amino acid, a salt with an arginine, a 
lysine, an ornithine, etc. is mentioned, for example, and a salt with an aspartic acid, glutamic acid, etc. is 
mentioned as a suitable example of a salt with acidic amino acid, for example. 

[0027] It is pioglitazone, ROSHIGURITAZON, or those salts preferably, and still more preferably, the compound 
expressed with a formula [I] or its salt is pioglitazone or its hydrochloride, ROSHIGURITAZON, or its maleate, and 
is pioglitazone hydrochloride especially preferably. 

[0028] The compound expressed with a formula [I], or its salt For example, JP,55~22636,A (EP-A 8203), JP,60- 
208980,A (EP-A 155845), JP,61-286376,A (EP-A 208420), JP.61-85372.A (EP-A 177353), JP,61-267580,A (EP-A 
193256), JP,5-86057,A (WO 92/18501), JP,7-82269,A (EP-A 605228), It can manufacture by the approach 
according to an approach given in JP,7~101945,A (EP-A 612743), EP~A -643050, and EP-A-710659 grade, or it. 
[0029] As an insulin resistance improvement medicine used for this invention Besides having described above 
Further, for example (**) -4-[4-[2~ (5-methyl-2-phenyl oxazole~4-IRU) Ethoxy] benzyl] iso oxazolidine -3, 5- 
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dione (JTT-501) Or the salt; [ 5-[[3 and 4-dihydro-2-(phenylmethyl)-2H-1-benzopyran-6-IRU] methyl]-2, ] 4- • 
thiazolidinedione () Generic name : Englitazone or salt (preferably sodium salt); — 5-[[4-[3-(5-methy|-2-phenyl- 
4-oxazolyl)-1-oxo-propyl] phenyl] methyl]-2 — 4-thiazolidinedione (generic name: dull GURITAZON / CP- 
86325) Or the salt ;5-[2- (Preferably sodium salt) (5-methyl-2-pheny|-4-oxazolyl methyl) benzofuran-5- 
ylmethyl]-2 and 4-oxazolidinedione (CP-92768) or salt; — 5-(2-North America Free Trade Agreement RENIRU 
sulfonyl)-2 and 4-thiazolidinedione () AY-31637 or salt; — 4-[(2-North America Free Trade Agreement RENIRU) 
methyl]-3H-1, 2 and 3, and 5-OKISA thiadiazole-2-oxide (AY-3071 1) or salt; — 5-[[6-(2-fluoro benzyloxy)-2- 
naphthyl] methyl]-2 and 4-thiazolidinedione () MCC-555 Or salt; (**) -[5-[ (2, 4-dioxo thiazolidine-5-IRU) 
methyl]-2-methoxy-N-[[4-(trifluoromethyl) phenyl] methyl] benzamide (AHG-255) or salt; — 4-[1- (3, 5, 5, 8, 
and 8-pentamethyl -5, and 6 and 7 — ) 8-tetrahydronaphthalene-2-IRU ethenyl] benzoic acid () LGD1069 Or the 
salt; 6-[1- 3, 5, 5, 8, and 8-pentamethyl -5, and 6 and 7 — 8-tetrahydronaphthalene-2-IRU cyclo propyl] 
nicotinic acid (LG 100268) or salt; — 1 and 4-screw [4-[(3, 5-dioxo -1,2, and 4-OKISA diazo lysine-2-IRU) 
methyl] phenoxy]-2-butene () YM-440 or salt; — CS-01 1 ; DEKIKUSURIPOTAMU ; (dexlipotam) GI-262570- INS- 
1; AR-H-0329242; CLX-0901; FK-614; KRP-297; CRE-16336; NN-2344;BM-1 3-1 258;S-1 5261 KB-R-7785DN- 
108;DRF-2725;GW-2570;GW-2433;MXO-3255;L-746449;L-767827;L-783281 etc. are mentioned. The same thing 
as the salt of the compound expressed with the above mentioned formula [I] as a salt of these compounds is 
used. 

[0030] Insulin resistance improvement medicine is pioglitazone or its hydrochloride, ROSHIGURITAZON, its 
maleate or (**)-4-[4-[2-(5-methy|-2-phenyl oxazole-4-IRU) ethoxy] benzyl] iso oxazolidine -3, and 5-dione 
preferably, and is pioglitazone hydrochloride especially preferably. The insulin resistance improvement medicine 
used in this invention may mix two or more sorts at a proper rate, and may be used. 

[0031] The HMG-CoA reductase inhibitors used for this invention are drugs which check the 3-hydroxy-3- 
methylglutaryl-coenzyme-A reductase (HMGCoA reductase) which is an enzyme of a cholesterol biosynthesis 
rate-determining step, for example, a SUTACHIN system compound etc. is mentioned. As the example, auction 
bus TACHIN, pravastatin, simvastatin, lovastatin, atrovastatin, fluvastatin, ITABASUTACHIN, ZD-4522, or those 
salts are mentioned, for example. Here, the same thing as the salt of the compound expressed with the above 
mentioned formula [I] as a salt is used. HMG-CoA reductase inhibitors are auction bus TACHIN, pravastatin, 
atrovastatin, or those salts preferably. The HMG-CoA reductase inhibitor used in this invention may mix two or 
more sorts at a proper rate, and may be used. 

[0032] It sets to ** of this invention and is combination with 1 pioglitazone or its salt (preferably hydrochloride), 
auction bus TACHIN, or its salt (preferably sodium salt) as an example of a desirable combination, for example.; 

2) Pioglitazone or its salt (preferably hydrochloride), pravastatin, or combination with the salt (preferably sodium 
salt); 

3) Combination with pioglitazone or its salt (preferably hydrochloride), atrovastatin, or its salt; 

4) ROSHIGURITAZON, the salt (preferably maleate) and auction bus TACHIN, or combination with the salt 
(preferably sodium salt); 

5) ROSHIGURITAZON or its salt (preferably maleate), pravastatin, or combination with the salt (preferably sodium 
salt); 

6) Combination with ROSHIGURITAZON or its salt (preferably maleate), atrovastatin, or its salt etc. is mentioned. 
L0033] In this invention, a TNF-alpha inhibitor means the drugs to which the amount of TNF-alpha production or 
TNF-alpha activity is reduced in body tissues (an example, skeletal muscle, monocyte, a macrophage, neutrophil 
leucocyte, fibrocyte, an epithelial cell, astrocytic, etc.). 

[0034] TNF-alpha inhibitor of this invention, It is used to mammalians (an example. Homo sapiens, a mouse, a rat. 
a rabbit, a dog, a cat, a cow, a horse, Buta, ape, etc.) as prevention and the therapy agent of the disease (disease 
induced by TNF-alpha) in which TNF-alpha participates. Here, the disease in which TNF-alpha participates is a 
disease which the symptoms of develop by existence of TNF-alpha, and is treated through the depressor effect 
of TNF-alpha. As such a disease, for example The example of inflammatory disease [, a retinopathy, a 
nephropathy, neuropathy, Diabetic complication, such as a large artery failure; Rheumatoid arthritis, hypertrophic 
arthritis, Remission; neuralgia; pharyngitis; cystitis; pneumonia; atopic dermatitis of inflammation; swelling after an 
arthritis; low back pain; ventilation; operation and traumata, such as a rheumatism Mr. myelitis, ventilation nature 
arthritis, and periostitis; Crohn's disease, inflammatory-bowel-disease [, such as ulcerative colitis, ]; — meningitis; 

inflammatory eye disease; — pneumonia and silicosis — ] and circulatory system diseases (an example — ), 
such as inflammatory lung diseases, such as pulmonary sarcoidosis and pulmonary tuberculosis Angina pectoris, 
myocardial infarction, congestive heart failure, ****** disseminated intra-vascular coagulation, etc., Asthma, the 
allergosis, a chronic obstructive pulmonary disease, systemic lupus erythematosus, Crohn's disease] autoimmune 
hemolytic anemia, psoriasis, and a neurodegenerative disease (an example and an Alzheimer disease — ) central- 
nerves failures (an example — ), such as Parkinson's disease, amyotrophic lateralsclerosis, and acquired 
immunode-ficiency syndrome encephalopathy Cerebrovascular disease, such as cerebral hemorrhage and cerebral 
infarction, a craniocerebral trauma, spine damage, the cerebral edema, toxemias (an example, septicemia, the 
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septic shock, and the endotoxin shock — ), such as multiple sclerosis Addison's disease, such as gram-negative 
septicemia and toxin shock syndrome, Creutzfeldt-Jakob disease, A viral infectious disease (viral infectious 
diseases, such as an example, a site MEGARU virus, an influenza virus, and a Herpes virus), the rejection at the 
time of transplantation, dialysis low blood pressure, osteoporosis, etc. are mentioned. 

[0035] ** of this invention is obtained by combining the insulin resistance improvement medicine which is an 
active ingredient, and a HMG-CoA reductase inhibitor, the support by which these active ingredients are 
permitted separately in [ coincidence ] pharmacology, and the very thing — well-known means [ — it may be 
pharmaceutical-preparationHzed by mixing according to], such as the means of common use, for example, a 
means given in a Japanese pharmacopoeia (for example, the 13th amendment) etc., in a pharmaceutical 
preparation technical field. As ** of this invention, or dosage forms of each of that active ingredient For example, 
a tablet, a capsule (a software capsule and a microcapsule are included), Oral agent; and injections (an example, a 
subcutaneous injection agent, an intravenous injection agent, an intramuscular injection agent, intraperitoneal 
injection agent, etc.), such as powder, a granule, and syrups, Parenteral agents, such as external preparations (an 
example, pernasal administration pharmaceutical preparation, endermic pharmaceutical preparation, ointment, 
etc.), suppositories (an example, a rectal suppository, pessary, etc.), a pellet, drops, and sustained release drugs 
(an example, sustained-release microcapsule, etc.), are mentioned. 

[0036] Below, the manufacturing method of an oral agent and a parenteral agent is explained concretely. An oral 
agent to an active ingredient For example, an excipient (an example, a lactose, white soft sugar, starch, D- 
mannitol, xylitol, a sorbitol, erythritol, crystalline cellulose, light anhydrous silicic acid, etc.), disintegrator (an 
example, a calcium carbonate, starch, a carboxymethyl cellulose, carboxymethyl-cellulose calcium, 
hydroxypropylcellulose, cross carmellose sodium, carboxy-methyl-starch sodium, light anhydrous silicic acid, etc.) 
and a binder (an example — ) Pregelatinized starch, gum arabic, a carboxymethyl cellulose, hydroxypropylcellulose, 
the hydroxypropyl methylcellulose, a polyvinyl pyrrolidone, crystalline cellulose, methyl cellulose, white soft sugar, 
D-mannitol, trehalose, a dextrin, etc. Or it is manufactured by adding and pressing lubricant (an example, talc, 
magnesium stearate, calcium stearate, a colloidal silica, polyethylene glycol 6000, etc.) etc. Moreover, to an oral 
agent, bases, such as acids, such as a hydrochloric acid, a phosphoric acid, a malonic acid, a succinic acid, Dl_- 
malic acid, a tartaric acid, a maleic acid, a fumaric acid, and a citric acid, or a sodium carbonate, a sodium 
hydrogencarbonate, a sodium citrate, and sodium tartrate, may be added for the purpose of the promotion of the 
dissolution of an active ingredient. 

[0037] furthermore — a purpose [Hzing / masking of the taste, intestines-vitrification, or / gradual-release] — 
carrying out — the very thing — coating may be performed to an oral agent by the well-known approach, as a 
coating agent — for example, an enteric polymer (an example and cellulose acetate phthalate — ) The methacrylic 
acid copolymer L, the methacrylic acid copolymer LD, the methacrylic acid copolymer S 

Hydroxypropylmethylcellulose phthalate, hydroxypropyl-methylcellulose acetate succinate, stomach solubility 
polymers (an example and polyvinyl-acetal diethylamino acetate — ), such as carboxy methyl ethyl cellulose 
water-soluble polymers (an example — ), such as Aminoalkylmetaacrylatecopolymer E Water-insoluble nature 
polymers, such as hydroxypropylcellulose and hydroxypropyl methylcellulose, waxes (an example, ethyl cellulose, 
Aminoalkylmetaacrylatecopolymer RS, ethyl-acrylate methacrylic acid methyl copolymer, etc.), etc. are used. 
When performing coating, protection-frorrHight agents, such as plasticizers, such as a polyethylene glycol, 
titanium oxide, and an iron sesquioxide, may be used with the above-mentioned coating agent. 
[0038] injections — an active ingredient — a dispersant (an example, Tween 80 (atlas powder company make — ) 
(Tween)) The U.S., HCO 60 (made in Nikko Chemicals), a polyethylene glycol, a carboxymethyl cellulose, sodium 
alginate, etc., A preservative (an example, the methylparaben, propylparaben, benzyl alcohol, chlorobutanol, phenol, 
etc.), With isotonizing agents (an example, a sodium chloride, a glycerol, D-sorbitol, D-mannitol, xylitol, grape 
sugar, fruit sugar, etc.) etc. It is manufactured by dissolving, suspending or emulsifying to aquosity solvents (an 
example, distilled water, physiological sodium chloride solution, Ringer's solution, etc.) or oily solvents (vegetable 
oil, such as an example, olive oil, sesame oil, cotton seed oil, and corn oil; propylene glycol, macro gall, tricaprilin, 
etc.). under the present circumstances, a request — a solubilizing agent (an example — ) Sodium salicylate, 
sodium acetate, a polyethylene glycol, propylene glycol, D-mannitol, trehalose, benzyl benzoate, ethanol, tris 
aminomethane, cholesterol, triethanolamine, a sodium carbonate, suspending agents (an example — ), such as a 
sodium citrate Surface active agents, such as stearyl triethanolamine, sodium lauryl sulfate, lauryl aminopropionic 
acid, lecithin, a benzalkonium chloride, benzethonium chloride, and glyceryl monostearate; Polyvinyl alcohol, a 
polyvinyl pyrrolidone, Hydrophilic macromolecules, such as carboxymethylcellulose sodium, methyl cellulose, a 
hydroxymethyl cellulose, hydroxyethyl cellulose, and hydroxypropylcellulose etc., A buffer-ized agent (buffer 
solutions, such as an example, phosphate, acetate, a carbonate, and citrate etc.), Stabilizers (an example, human 
serum albumin, etc.), an aponia-ized agent (an example, propylene glycol, lidocaine hydrochloride, benzyl alcohol, 
etc.), Additives, such as antiseptics (an example, p-hydroxybenzoic esters, chlorobutanol, a benzalkonium 
chloride, benzyl alcohol, phenethyl alcohol, a dehydroacetic acid, sorbic acid, etc.), may be used. 
[0039] External preparations are manufactured by using an active ingredient as a solid state, a half-solid state, or 
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a liquefied constituent. For example, the constituent of the above-mentioned solid state is manufactured by 
adding remaining as it is or an excipient, thickeners (an example, a lactose, D-mannitol, starch, crystalline 
cellulose, white soft sugar, etc.) (an example, natural gums, a cellulosic, acrylic-acid polymer, etc.), etc., mixing, 
and making an active ingredient into powder. The liquid constituent of the above is manufactured almost like the 
case of injections. The constituent of a half-solid state has water or oily gel or a good ointment-like thing. 
Moreover, each of these constituents may contain pH regulators (an example, a phosphoric acid, a citric acid, a 
hydrochloric acid, sodium hydroxide, etc.), antiseptics (an example, p-hydroxybenzoic esters, chlorobutanol, a 
benzalkonium chloride, benzyl alcohol, phenethyl alcohol, a dehydroacetic acid, sorbic acid, etc.), etc. 
[0040] Suppositories are manufactured by using an active ingredient as oily or water a solid state, a half-solid 
state, or a liquefied constituent. As an oily basis used in the case of manufacture of this constituent, the 
glyceride [an example, cacao butter, and Witepsol (the Huels bitter taste chain gesellschaft company make, 
Germany)] of a higher fatty acid, middle-class fatty-acid triglyceride [an example and migriol (the Huels bitter 
taste chain gesellschaft company make, Germany)], vegetable oil (an example, sesame oil, soybean oil, cotton 
seed oil, etc.), etc. are mentioned, for example. As an aquosity basis, polyethylene glycols, propylene glycol, etc. 
are mentioned, for example. Moreover, as an aquosity gel basis, natural gums, a cellulosic, a vinyl polymer, an 
acrylic-acid polymer, etc. are mentioned, for example. 

[0041] Especially the administration gestalt of** of this invention is not limited, but insulin resistance 
improvement medicine and a HMG-CoA reductase inhibitor should just be together put at the time of 
administration. Administration of the single pharmaceutical preparation obtained as such an administration gestalt 
by, for example, pharmaceutical-preparation-izing 1 insulin-resistance improvement medicine and a HMG-CoA 
reductase inhibitor to coincidence, 2) Coincidence administration by the same route of administration of two sorts 
of pharmaceutical preparation obtained by pharmaceutical-preparationHzing separately insulin resistance 
improvement medicine and a HMG-CoA reductase inhibitor, 3) Administration which sets the time difference in 
the same route of administration of two sorts of pharmaceutical preparation obtained by pharmaceutical- 
preparation-izing separately insulin resistance improvement medicine and a HMG-CoA reductase inhibitor, 4) 
Coincidence administration by the route of administration from which two sorts of pharmaceutical preparation 
obtained by pharmaceutical-preparation-izing separately insulin resistance improvement medicine and a HMG- 
CoA reductase inhibitor differs, 5) Administration which sets the time difference in the route of administration 
from which two sorts of pharmaceutical preparation obtained by pharmaceutical-preparation-izing separately 
insulin resistance improvement medicine and a HMG-CoA reductase inhibitor differs (For example, administration 
in the sequence of insulin resistance improvement medicine and a HMG-CoA reductase inhibitor or administration 
by the reverse order) etc. — it is mentioned. Especially, the above 2 or 3 is desirable. It is desirable to make 
separately insulin resistance improvement medicine and a HMG-CoA reductase inhibitor into oral agents, such as 
a tablet, to set this oral agent and to still more specifically prescribe coincidence or time difference for the 
patient. 

[0042] The toxicity of ** of this invention is also low, and it is used for insurance taking-orally-wise or 
parenteral^ to mammalians (an example, Homo sapiens, a mouse, a rat, a rabbit, a dog, a cat, a cow, a horse, 
Buta, ape, etc.). The dose of ** of this invention can be suitably chosen with the combination of the age for [ for 
administration ] administration and weight, a symptom, administration time amount, dosage forms, a medication 
method, and drugs etc. that what is necessary is just to apply to the dose of each drugs. The dose of insulin 
resistance improvement medicine and a HMG-CoA reductase inhibitor can be suitably chosen on the basis of the 
dosage used on clinical. For example, when medicating with insulin resistance improvement medicine an adult 
patient (weight of 50kg) (for example, patient suffered from an inflammatory disease), the dose per day is 0.1- 
500mg, and can usually prescribe preferably 0.01~1000mg of this amount for the patient in 1 thru/or several steps 
on the 1st. When especially using pioglitazone hydrochloride as an insulin resistance improvement medicine, 7.5- 
60mg of doses per day of pioglitazone hydrochloride is usually 15~45mg preferably. Moreover, when using 
troglitazone as an insulin resistance improvement medicine, 100H000mg of doses per day of troglitazone is 
usually 200-600mg preferably. When using ROSHIGURITAZON (or the maleate) as an insulin resistance 
improvement medicine, 1-1 2mg of doses per day of ROSHIGURITAZON is usually 2-8mg preferably. When 
medicating with a HMG-CoA reductase inhibitor an adult patient (weight of 50kg) (for example, patient suffered 
from an inflammatory disease), the dose per day can usually prescribe preferably 0.01-100mg of** Li and this 
amount for the patient in 1 thru/or several steps on the 1st by 0.5-50mg. When especially using auction bus 
TACHIN sodium as a HMG-CoA reductase inhibitor, 0.01 -1mg of doses per day of auction bus TACHIN sodium is 
usually 0.05-0.5mg preferably. Moreover, when using pravastatin sodium as a HMG-CoA reductase inhibitor, 1- 
100mg of doses per day of pravastatin sodium is usually 5~50mg preferably. When using simvastatin as a HMG- 
CoA reductase inhibitor, 0.5-50mg of doses per day of simvastatin is usually 1-20mg preferably. When using 
fluvastatin sodium as a HMG-CoA reductase inhibitor, 5-200mg of doses per day of fluvastatin sodium is usually 
10-100mg preferably. 

[0043] In ** of this invention, the compounding ratio of insulin resistance improvement medicine and a HMG-CoA 
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reductase inhibitor can be suitably chosen with the combination of the age for [ for administration ] administration 
and weight, a symptom, administration time amount, dosage forms, a medication method, and drugs etc. for 
example, the insulin resistance improvement medicine 1 weight section — receiving — a HMG-CoA reductase 
inhibitor — usually — 0.005 - 200 weight section extent — what is necessary is just to use a 0.01-0.2 weight 
section grade preferably 

[0044] ** of this invention has the reinforced TNF-alpha depressant action compared with independent 
administration of insulin resistance improvement medicine or a HMG-CoA reductase inhibitor. Furthermore, such 
an operation can be reduced, when the amount of the drugs used can be reduced and these drugs have the 
operation which is not desirable compared with the time of independent use of each drugs by using combining 
insulin resistance improvement medicine and a HMG-CoA reductase inhibitor. 

[0045] In ** of this invention, the drugs for concomitant use which do not have a bad influence on insulin 
resistance improvement medicine or a HMG-CoA reductase inhibitor can be used. As such drugs for concomitant 
use, "diabetic medicine (except for insulin resistance improvement medicine)", a "diabetic-complications 
remedy", "antiadipositacs", a "hypertension remedy", "a hyperlipidemia remedy (except for a HMG-CoA 
reductase inhibitor)", a "diuretic", etc. are mentioned, for example. 

[0046] As the above "diabetic medicine (except for insulin resistance improvement medicine)", an insulin, the 
insulin secretagogue, biguanide, alpha-glucosidase inhibitors, etc. are mentioned, for example. Semisynthesis 
human insulin compounded in enzyme as the example, for example from the insulin extracted from the pancreas 
of animal insulin; Buta extracted from a cow and the pancreas of Buta that what is necessary is just the matter 
which has an insulin operation as an insulin; the human insulin compounded in gene engineering using Escherichia 
coli and yeast is mentioned. Moreover, insulin zinc which contains the zinc of 0.45 to 0.9(w/w) % as an insulin; the 
protamine insulin zinc manufactured from a zinc chloride, protamine sulfate, and an insulin is used. Furthermore, 
an insulin may be the fragmentation or derivatives (an example, INS-1, etc.). In addition, although various things, 
such as a fast-acting mold, fast-acting mold, and two phase mold, an intermediate type, and a self-sustaining 
mold, are overly contained in an insulin, these can be suitably chosen by a patient's symptoms. 
[0047] Since it has the synergistic effect or the amount of the insulin used is reduced rather than the amount of 
[ at the time of insulin independent administration used ] when using combining ** of this invention, and an 
insulin, the danger of the blood vessel complication which is the evil of insulin abundant administration, and 
hypoglycemia induction is low. 

[0048] As insulin secretagogue, a sulfonylurea agent is mentioned, for example. As an example of this sulfonylurea 
agent, they are tolbutamide, chlorpropamide, tolazamide, and acetohexamide, for example, Glyclopyramide and its 
ammonium salt, glibenclamide, gliclazide, 1-butyl-3-meta-NIRIRU urea, the carbutamide, GURIBORUNURIDO, 
glipizide, GURIKIDON, GURISOKISEPIDO, a GURIBU thiazole, glybuzole, GURIHEKISAMIDO, glymidine, 
GURIPINAMIDO, FEMBUTAMIDO, torr SHIKURAMIDO, glimepiride, etc. are mentioned. Besides the above, they 
are nateglinide (nateglinide, AY-4166) and MICHIGURINIDO [(mitiglinide) and (2S)-2-benzyl-3-(cis— hexahydro- 
2-iso INDORI nil carbonyl) calcium propionate as insulin secretagogue, for example. 2 hydrate (KAD-1229)], 
REPAGURINIDO (repaglinide), etc. are mentioned. 

[0049] As biguanide, phenetylbiguanide, the metformin, the buformin, etc. are mentioned, for example. As alpha- 
glucosidase inhibitors, acarbose, voglibose, a MIGURI toll, EMIGURITETO (Emiglitate), etc. are mentioned, for 
example, except for the above — as "diabetic medicine (except for insulin resistance improvement medicine)" — 
for example, an ERUGO set (ergoset) and a plum cotton linter — the id (pramlintide), leptin, BAY-27-9955, T- 
1095, etc. are mentioned. 

[0050] For example, when medicating an adult patient (weight of 50kg) with "diabetic medicine (except for insulin 
resistance improvement medicine)", the dose per day can usually prescribe preferably 0.1-2500mg of** Li and 
this amount for the patient in 1 thru/or several steps on the 1st by 0.5-1 OOOmg. the case where an adult patient 
(weight of 50kg) is medicated with an insulin (a medicine is usually prescribed for the patient as injections) — the 
dose per day — usually — 100U (unit) from 10 — ** Li and this amount can be preferably prescribed for the 
patient in 1 thru/or several steps on the 1st by 10 to 80U (unit). When medicating an adult patient (weight of 
50kg) with the insulin secretagogue, the dose per day can usually prescribe preferably 0.1-1000mg of** Li and 
this amount for the patient in 1 thru/or several steps on the 1st by 1-100mg. When medicating an adult patient 
(weight of 50kg) with biguanide, the dose per day can usually prescribe preferably 10-2500mg of** Li and this 
amount for the patient in 1 thru/or several steps on the 1st by 100-1 OOOmg. When medicating an adult patient 
(weight of 50kg) with alpha-glucosidase inhibitors, the dose per day can usually prescribe preferably 0.1-400mg of 
** Li and this amount for the patient in 1 thru/or several steps on the 1st by 0.6-300mg. 
[0051] As the above "a diabetic-complications remedy", aldose reductase inhibitor, GURIKESHON inhibitor, 
proteinkinase C inhibitor, etc. are mentioned, for example. As an aldose reductase inhibitor For example, TORURE 
stat; Epalrestat; 3, 4-dihydro - 2, 8-diisopropyl-3-thioxo~2H-1, 4-benzoxazine-4-acetic acid; IMIRE stat; 
ZENARE stat; the 6-fluoro -2, 3-dihydro - 2\ 5'-dioxo-spiro [4H-1~benzopyran -4, 4'Hmidazolidine]-2- 
carboxamide (SNK-860); ZOPORURE stat; SORUBINIRU; and 1-[(3-BUROMO-2-benzofuranyl) sulfonyl]-2, 4- 
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imidazolidine dione (M-16209);CT-1 12;NZ-314;ARI-509 etc. are mentioned. As GURIKESHON inhibitor, 
PIMAGEJIN (pimagedine) etc. is mentioned, for example. As proteinkinase C inhibitor, NGF, LY-333531, etc. are 
mentioned, for example. Besides the above, alprostadil, tiapride hydrochloride, cilostazol. mexiletine hydrochloride, 
ethyl icosapentate, MEMANCHIN (memantine), PIMAGE drine compounds (pimagedline;ALT -71 1), etc. are 
mentioned as a diabetic-complications remedy", for example. 

[0052] For example, when medicating an adult patient (weight of 50kg) with a "diabetic-complications remedy", 
the dose per day can usually prescribe ** Li and this amount for the patient in 1 thru/or several steps on the 1st 
by 0.1-2000mg. When medicating an adult patient (weight of 50kg) with aldose reductase inhibitor, the dose per 
day can usually prescribe ** Li and this amount for the patient in 1 thru/or several steps on the 1st by 1- 
1000mg. When medicating an adult patient (weight of 50kg) with GURIKESHON inhibitor, the dose per day can 
usually prescribe ** Li and this amount for the patient in 1 thru/or several steps on the 1st by 1-2000mg. When 
medicating an adult patient (weight of 50kg) with proteinkinase C inhibitor, the dose per day can usually prescribe 
** Li and this amount for the patient in 1 thru/or several steps on the 1st by 0.1-100mg. 

[0053] As the above "antiadipositacs", lipase inhibitor, the anorectic, etc. are mentioned, for example. As lipase 
inhibitor, the Orly stat etc. is mentioned, for example. As anorectic, DEKUSUFENFURAMIN, fluoxetine, a 
SHIBUTO lamin, Bahia Min, etc. are mentioned, for example. 

[0054] For example, when medicating an adult patient (weight of 50kg) with "antiadipositacs", the dose per day 
can usually prescribe preferably 0.01-1000mg of** Li and this amount for the patient in 1 thru/or several steps 
on the 1st by 0.1-1000mg. When medicating an adult patient (weight of 50kg) with lipase inhibitor, the dose per 
day can usually prescribe ** Li and this amount for the patient in 1 thru/or several steps on the 1st by 0.1- 
1000mg. When medicating an adult patient (weight of 50kg) with the anorectic, the dose per day can usually 
prescribe preferably 0.01-1000mg of** Li and this amount for the patient in 1 thru/or several steps on the 1st 
by 0.1-500mg. 

[0055] As the above "a hypertension remedy", angiotensin conversion enzyme inhibitor, a calcium antagonist, 
potassium channel opening medicine, etc. are mentioned, for example. As angiotensin conversion enzyme inhibitor, 
captopril, enalapril, alacepril, delapril, ramipril, RIJINO prill, IMIDA prill, benazepril, cellona prill, cilazapril 
ENARAPURIRATO, fosinopril, MOBERUTO prill, PERINDO prill, quinapril, spirapril, temocapril, trandolapril, 
manidipine, etc. are mentioned, for example. As a calcium antagonist, nifedipine, amlodipine, EHONIJIPIN, 
nicardipine, etc. are mentioned, for example. As a potassium channel opening medicine, REBUKUROMAKARIMU 
L-27152, AL0671, NIP-121, etc. are mentioned, for example. 

[0056] For example, when medicating an adult patient (weight of 50kg) with a "hypertension remedy", the dose 
per day can usually prescribe ** Li and this amount for the patient in 1 thru/or several steps on the 1st by 0.01- 
1000mg. When medicating an adult patient (weight of 50kg) with angiotensin conversion enzyme inhibitor, the dose 
per day can usually prescribe preferably 0.01-500mg of ** Li and this amount for the patient in 1 thru/or several 
steps on the 1st by 0.1-100mg. When medicating an adult patient (weight of 50kg) with a calcium antagonist, the 
dose per day can usually prescribe preferably 0.1-500mg of** Li and this amount for the patient in 1 thru/or 
several steps on the 1st by 1-200mg. When medicating an adult patient (weight of 50kg) with potassium channel 
opening medicine, the dose per day can usually prescribe ** Li and this amount for the patient in 1 thru/or 
several steps on the 1st by 0.01-1000mg. 

[0057] As the above "a hyperlipidemia remedy (except for a HMG-CoA reductase inhibitor)", a FIBURATO 
system compound etc. is mentioned, for example. As a FIBURATO system compound, bezafibrate 
BEKUROBURATO, BINIFIBURATO, SHIPUROFIBURATO, clinofibrate, clofibrate, a do fibrin acid, ETO FIBURATO 
fenofibrate, gemfibrozil, NIKOFIBURATO, pilus FIBURATO, RONIRBURATO, SIMM FIBURATO, TEOFIBURATO, 
etc. are mentioned, for example. 

[0058] For example, when medicating an adult patient (weight of 50kg) with "a hyperlipidemia remedy (except for 
a HMG-CoA reductase inhibitor)", the dose per day can usually prescribe preferably 0.01-3000mg of** Li and 
this amount for the patient in 1 thru/or several steps on the 1st by 1-2000mg. When medicating an adult patient 
(weight of 50kg) with a FIBURATO system compound, the dose per day can usually prescribe preferably 1- 
2000mg of** Li and this amount for the patient in 1 thru/or several steps on the 1st by 10-1500mg. 
[0059] As the above "a diuretic", xanthine derivative pharmaceutical preparation, CHIAJIDO system 
pharmaceutical preparation, anti-aldosterone pharmaceutical preparation, a carbonic anhydrase inhibitor, 
chlorobenzene sulfonamide system pharmaceutical preparation, etc. are mentioned, for example. As xanthine 
derivative pharmaceutical preparation, theobromine and sodium salicylate, a salicylic-acid calcium theobromine, 
etc. are mentioned, for example. As CHIAJIDO system pharmaceutical preparation, the ethiazide, the 
cyclopenthiazide, trichlormethiazide, hydrochlorothiazide, the hydroflumethiazide, benzylhydrochlorothiazide, 
penflutizide, the polythiazide, methyclothiazide, etc. are mentioned, for example. As anti-aldosterone 
pharmaceutical preparation, spironolactone, triamterene, etc. are mentioned, for example. As a carbonic 
anhydrase inhibitor, acetazolamide etc. is mentioned, for example. As chlorobenzene sulfonamide system 
pharmaceutical preparation, chlortalidone, mefruside, indapamide, etc. are mentioned, for example. Besides the 
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above, azosemido, isosorbide, ethacrynic acid, piretanide, bumetanide, furosernide, etc. are mentioned as a 
"diuretic", for example. 

[0060] For example, when medicating an adult patient (weight of 50kg) with a "diuretic", the dose per day can 
usually prescribe preferably 0.01 mg - 100g of ** Li and this amount for the patient in 1 thru/or several steps on 
the 1st by 0.05mg - 10g. When medicating an adult patient (weight of 50kg) with xanthine derivative 
pharmaceutical preparation, the dose per day can usually prescribe preferably 0.1~100g of ** Li and this amount 
for the patient in 1 thru/or several steps on the 1st by 0.5-1 Og. When medicating an adult patient (weight of 50kg) 
with CHIAJIDO system pharmaceutical preparation, the dose per day can usually prescribe preferably 0.01- 
2000mg of ** Li and this amount for the patient in 1 thru/or several steps on the 1st by 0.05-500mg. When 
medicating an adult patient (weight of 50kg) with anti~aldosterone pharmaceutical preparation, the dose per day 
can usually prescribe preferably 1-2000mg of ** Li and this amount for the patient in 1 thru/or several steps on 
the 1st by 10-1000mg. When medicating an adult patient (weight of 50kg) with a carbonic anhydrase inhibitor, the 
dose per day can usually prescribe preferably 10-5000mg of** Li and this amount for the patient in 1 thru/or 
several steps on the 1st by 50-2000mg. When medicating an adult patient (weight of 50kg) with chlorobenzene 
sulfonamide system pharmaceutical preparation, the dose per day can usually prescribe preferably 1-2000mg of 
** Li and this amount for the patient in 1 thru/or several steps on the 1st by 10~1000mg. 

[0061] The above mentioned drugs for concomitant use may be used combining two or more sorts of arbitration, 
as a concrete combination in the case of using combining two sorts of drugs for concomitant use — for example 
— " — the insulin secretagogue and biguanide — put together — " — " — the insulin secretagogue and alpha- 
glucosidase inhibitors — put together — " — "insulin and biguanide — put together — " — the combination of 
"insulin and alpha-glucosidase inhibitors etc. is mentioned. 

[0062] Especially the administration gestalt of ** of this invention and the drugs for concomitant use is not 
limited, but these should just be together put at the time of administration. The compounding ratio of** of this 
invention and the drugs for concomitant use can be suitably chosen with the age for [ for administration ] 
administration and weight, a symptom, administration time amount, dosage forms, a medication method, etc. For 
example, ****** f or the 0.0001 - 10000 weight sections is good in the drugs for concomitant use to the ** 1 
weight section of this invention. 

[0063] The TNF-alpha depressor effect of** of this invention is evaluated by measuring the amount of TNF- 
alpha in plasma using the KKAy mouse which are for example, hereditary obesity and a diabetes-mellitus model. 
That is, a mouse is slaughtered after medicating with insulin resistance improvement medicine and a HMG-CoA 
reductase inhibitor the KKAy mouse which are hereditary obesity and a diabetes-mellitus model, and blood is 
extracted. Centrifugal separation of the extracted blood is carried out, and the quantum of TNF-alpha in plasma is 
carried out with the enzyme immunoassay based on the biotin-streptoavidin method. 
[0064] 

[Embodiment of the Invention] Although the example of reference and an example are hung up over below and 
this invention is explained to it still more concretely, these do not limit this invention. 

[Example] Example of reference 1 pioglitazone hydrochloride 2479.5 g ( as pioglitazone 2250g), lactose 13930.5 g 
and carboxymethyl-cellulose calcium (carmellose calcium) 540g are put into a fluidized-bed-granulation dryer 
(Powrex make), preheating mixing is carried out, and it is hydroxypropylcellulose. Water solution which dissolved 
450g The spray of the 7500g was carried out and the end of granulation was obtained. The end of granulation it is 
obtained The cutter mill (made in the Showa chemical machinery machining place) was made into through and the 
end of a particle size regulation for 16820g. The end of a particle size regulation it is obtained 16530g and 
carmellose calcium 513g and magnesium stearate 57g is made into the end of mixing using a tumbler mixer (made 
in the Showa chemical machinery machining place), and it is after [ this ] mixing. 16800g is tableted with a 
tableting machine (made in the Kikusui factory), and it is pioglitazone per one lock. Tablet of the following 
presentation contained 15mg 140,000 locks were obtained. 
m?ll$&$>ltr>(Dm& (#fi:mg) : 



1) fttttJ-jfU jry> 16.53 

2) ¥Lg* 9 2.87 

3) */Mtl— X*Ul/>">A 7.2 

4) t Kn^->^ntf;Hr^n-x 3. o 

5) X^7U>^y^*->frA 0.4 

m 120.0 



[0065] It is pioglitazone per one lock like the example 1 of example of reference 2 reference. Tablet of the 
following presentation contained 30mg 140,000 locks were obtained. 



1) mm\£*ifv*v> 3 3.0 6 

2) ILW 7 6.34 

3) tuvtu-ztui^vj* 7.2 

4) t HD*^^at?;Hr>»pn-X 3.0 

5) *-r7U>%vy^>frA 0.4 

Si- 12 0.0 



BEST AVAILABLE COPV 



[0066] It is pioglitazone per one lock like the example 2 of example of reference 3 reference. Tablet of the 
following presentation contained 45mg 140,000 locks were obtained 

mm i m>it o <omm <#« : m B > : 

1) mmttPV jr*S> 4 9.59 

2) %M 114.51 

3) *;^D— X^Jk^^A 10.8 

4) tHa+^^naMr^n-^ 4.5 

5) 7r7'J>»T^^A Q. 6 

tr 18 0.0 



[0067] If the amount of TNF-alpha in this patient's plasma is measured to the disease person of example 1 
inflammatory disease after medicating coincidence with 15mg lock of pioglitazone hydrochloride, and a pravastatin 
sodium 5mg lock, to him, the amount of TNF-alpha will decrease as compared with administration before 
[0068] 

[Effect of the Invention] The TNF-alpha inhibitor of this invention is useful as prevention / therapy agents, such 
as the disease in which it has the outstanding TNF-alpha depressant action, and TNF-alpha participates, for 
example, an inflammatory disease etc. 



[Translation done.] 
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2) #BB¥9 - 6 7 2 7 1 (EP-A- 7 4 9 7 5 1) 

40 X^5 L >^b'&#», X if 7 !✓ >-&J6ftH£?3!l, 7^^7- 
K^t^rtK L D L »ft:ffijta*«t^7 >v>:*x>~>> 
^SlSi3ilfiSS!l©4>&< <hfe— ltsa*^fctTS;3i 
E3£a*fB*3ftTl^5. 

±ia©ii-rn©^fe, tnf-«m 

xSH t O H TfB*& l> -5 fe ©"?tefc 

[0 0 0 3] 

[?filJ»I#«?ifeLJ;5 if*«lH3 TNF-a#«4t4 
50 «n&ttRfttt5TNF- a«IiH$l(OM%^a$n 



iST AVAILABLE COPY 



( 3 



2001-294537 



CO 0 

mm 

(1) 

(2) 
Ut2 



0 4] 

1* >XU >Jgfcitt&SS§<hHMG-CoAji7ci 

-f >x u >fittttsfc»*a«5S C i ] 
] 



1 r*^L_ 1 



u 

I 

c c=o 

I i 

•V" 



$fcliI*Si;YIJ-CO-, -CH (OH) -Sfc 
tt-NR 3 - (fcfc'LR l ttlft*nT^Tfe±^7Jl'* 
;U££jjVT. ) T^StlSg ; mteO Sfctel ; ntt 
0, lSfctt2 ; XliCHSfcfiN ; Att*S£**fc« 
gsifiSSt l ~ 7 © 2 ff ® JRMftttfKtofcXS ; Q tm*m? 

n^nwt. «Ettse>fci~4ffl«D««*ft*ruT^ 

o) sc til -e«an*{b*ifc««K*yu^»/>"p* 
fcffiE (2) mm<DM ; 

(4) s: [i] •vm-ztizfc&yi&ni/ifvf 

SWIE (2) fB«©SiJ ; 

(5) HMG - C o A«5c#*fi***«X j'^^M^ 
WZ'&ZMm (1) fBi£©#J ; 

(6) HMG-CoAlTciSSSi^, t'JA'X^f 
>. 7"7/U^f>, ^>AX^f>, D/U^f>. 

ZD- 4 5 2 2 $.fr\t*r<Di&T*$>Z>ffim (1) IBSS© 

a ; 

(7) HUG-coAMTimmmmm^ 7h;wu? 

^>*fcHHE-©lln?»*flMB (l) mm<DM-, 

(8) tf^U ^ > />$fcBf©Itt'J;Ui'f>S 
fcte^©&<h£Sa^fritTft3iitifB (1) fB«£©3iJ ; 

(9) t^^U^VyJfeB^Clt^U^fVi 

fcj«-©*£*»*£*>ttTfc*ffiE (i) mmvm ■, 

(10) tf^-^U^y>*fctt J ?-©^i:T b)W7>?9- 
>3^tt*©*<t*fi*^*>1*Tfc*fllMe (1) B«© 

(11) av^'J *>/>££:«•?-©:& <h-feU A*X^?> 

*fctt*©*£*ffl*^to-&T&siMH (i) la*© 
ffl ; 

(1 2) □ i^U^l/^fcte^©^^/^*^ 
*fctt*Ottt*»*^t>-eTft<51WHB (1) K«© 

m ; 



(i 3) a^i/uf/>^.rz\t : eo)mt7h)v^7.^9- 

>£/tte^©ffi<h£i&^fritT&£iMfB (1) IBiS© 

&i ; 

d4) ikfc&m&vn-m • femmT'&zmm ( d ib 

«©2?J; 

(i 5) &£tts&#«ttH*ijsv?-ea*iWB (i 
4 ) mm<Dm ; 

(16) 2fe^tt^S*i^ttP^S-C»*«(l5 (14) 

10 (17) nf&lWtWs!)*©^ >X U 

HMG-CoAjS7C»*ffi#HiS:S4--rSCt«r»IS 

(is) hmg-c oAMTtmmmmmtm&'tttT 
[0005] ^itii^ns'f >xu >statte5c* 

[0 0 0 6] St [I] RTi^n5IM3tlTl>T 
<ttl~l4T-*5. BBI»«gi<t;***tUT»4» isKiit 

m. i ~ 8 oiia6*«fls**»A«»* lv>. mmmmit 

30 TK^atbTtt, MAtX*^. x^;k zfu\d)\>, -f 
yyDtf;u. y^;k 'fy^K sec. -^;K t. - 
:/^;k ^>?;k -rv^>f;k ^^>^-)V. t. - 

;W*fR*jRl~8 0ffi|dlBI»«l«fls**S (09. 

^-;k i 2-^fy-— ;k 3-y^x;p. 

2 l -ya^-jk i-^>^-;i/, 2 

>-^x;k 3 --^yj-*)]/. 4-^>5^— 3-^^ 
;u- 2 -y^Jk 1 -•^-fcxjk 3-^\^-t:x;k 

40 2. 4 -^-thS^X-Jl/, 5 -'\+-fex;k 1 -A7"f 

xju. 1 ;K x^x;k i-7aHz;k 2 

-X'd tfxju. i-:^x;k 2-y?-;k 3-^ 
—)i>, i-'(>f-;k 2 -^>^-jk 3 
;k 4-^>^x;k l-'N+v-njK 3 -^->- 
;U, 2, 4 -^\++)-> > 'r- ;k 5-^\^->n;i/, i-^\ 

•S. ffi8BKKflS**StUTtt. ^*^c3~7©flgSK 
50 «ftzk*S«««if*U^. KlB»*K<b*3(l*i:L.Ttt, 
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MAtf^Dr/Dt^k v^P!/^Jk y^D^y? 

;k s^p^s^k i/^p^y^;^^*»3-7 

cfctfl —>i7P^><rc: Jk 2-y^7D^>f-;k 3 
-->^7 n^>^x;k l -->i7D^\+-fe-;k 2 ~i/ z 
p^\^irn;k 3 -v-^P'N^irnjk l -y^n^y 

;k 2 -y^P^^-jK 3 -y^U^yfr: 
;k 2, 4-^P^yxrM£^»[5-7© 

i^P7M^x-;nf) amwf&na. 10 

[0 0 0 7 ] Bli!l«-Jil»*«fb**»iUTH, ±13 
(#K y^P7M^-7;l/tJH, '>^P7;^y-^ 

SsgHbTksfSSt ITU p 7'n b?;M^;k 

y^U7°P^X?JK v-^PT/^M^k y^n^ 
>^;l/^^;k 2-y^D^>TXJM5 1 ;k 3-vi7 
U^y^-)V^^-)V, y^7D^yjM^k 2 - 
P^irx;i^^Jk 3 - v^P^-fexjl^^k x 20 
^p^vjkn^k ^^P^^v^^pfcf;^ y^D 

^\ * ^;k y^PA y^;i/x^;i/?s Eifimi €> n 

;k ^x^^;k l -7x-ji/x^;k 3 -^x^y 
ptf;k 2 -^x~;uyptf;k i-7xzj^pt:ji, 

^;k a-t7^x^jk is -±^^;i/^^;k 0 - 

*6^1 4©^*««{b**S («, 7U-;H») * 

;k ±y^)V (a-j-y^)i y &-^y^)V) fcEifim 
vf £>ns e 

[0008] s [i] R^snsinsnt^T 
(Dmnm^&^ts 5 mmtcDm&m&mtfzn&o mm 

S?;k 4-e'JyJk 2-fcfU ^y-jk 4-t°U^y 

-;k 5«eu3yz;k 6-trus^-;k 3-tru 
4-t°U^yx;k 2-t?^>?x;k 2-fcT 
P'JJk 3-hfPU;k 2->f3y\/U;k 4 — f 

>/u;k 5— r^yyu;k 3-tr^/u;k 

V'UJk ^Vf7yjJk -fVt+U-yiJ^ 2-^P7 50 
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yj;k 4-^77u;k 5-^7 x /u;k 2-=j-*u- 
*/y;k 4-^-^-y-yjJk s-^-svujk 1,2, 

4-t*^77-Jl/-5 — Ok 1, 2, 4-FU77 

-;i/-3-<;k i, 2, 3- hU7v/-;u-4 — r;k 
^h^V-;i/-5--r;k ^>x-f 2 — r 

;k -r>K-;i/-3 — fjk 1 H--r >y*/-jv- 3 - 

-f;k 1 H- hfPP [2,3-b] b°^> ? >-2~-r 
Jk lH-hfDD [2,3-b] t:U> ? >-6 — Ok 
1HH^^7 (4,5-b] e«jy>-2--fJk 1 
H-f^^/ [4,5-c] KU^>-2— fjk 1H 

-<^# s s [4, 5-bD t:^^>- 2 — r;k 

[0009] s [i] ^ R-c^sns«fb*»s*<fc 
*n*n«*RTiB3a:tt«cE>ffi«K:i^5 

fl, »*U<fil^3«©«Kia6*#LT^TfcJ:^. 

SI*, Any>B^ xhnl, mfcatiTWrfccfclr* 
7^ y Ii$nT^Tt)<t^7ym ®^£tlT 

y77I, 7^H», xhDVWtf^Wo 

[0010] »i»i(!«ft**a6tbTtt, 

7;i/^rxjn, 7^— ;w*«***wr&n 

So 7;P+;H5<0»3ga:«ibTtt, AX38: 1 - l 0 <B 
7;i^;i^ fiajAtf^^;k x^;i/, yptf;k -rvy 
atf;k <V7 r 5 L ;k sec. -^;k t. -y^ 1 

^:>^;k -rv^>^;k **^<>^;k t. 
1 -xfji/yp tf;i/, ^v;k -rv^^^jk 

1, 1 2, 2-i?*?-)V73 L )l, 3, 

3-^y^;py^-;k 2-x^-;^y^;k ^\^v;k ^ 
>^;k ^-i7^;k ;-ik T^Mf***tf6ns. 
7;^n;i/»a>ffjg34«tLTtt, ^ii2-i0(7)7 
)l5--)im, W^.tflfx;k 7U;k ^V^P^xjk 
l-yp^zjk 2-^f;|/-i-7 p p^xjk l-y 
7=-x;k 2-y^x;k 3-y^— ;k 2 -x^;k- 1 
-7rXjk 3 2 -3/^xJk l-^>^x 

2-^>^x;k 3-^>^x;k 4-^>^x 
4-^^;k- 3 -^>^x;k i-^\^-fex;k 2 
-^\^irx;k, 3-^\^irx;k 4-^izx;k 5- 

i-yptrx;k 2 -yp tfn;k i-y^x 
2-y^x;k 3-^xjk i-^>^x;k 2 
-^>^x;k 3-^>^x;k 4-^<>^x;i/, 1 - 
^^S/xjk 2-^\+->z:;k 3 -^^S/xjk, 4-^\ 
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[0011] »iibc«{t**S4: lib, mm» 3 - 1 

P7^S, y^DTJ^^H, >'^P7Jkfr> ? X 
x;Pg&£#^tf6nSo i/?aT)l*)\s&<Ditfmum 

v-^p:/ptfJk v^P^Jk S/i7D^>^K 

P (2. 2. 13 ^y^Jk hf^D C2. 2. 2] 
;k tv^a (3. 2. 13 *^;k tfy^P [3. 2. 
2 3 yx;k hiv^a (3. 3. 13 yx;k h'v-^a 
(4. 2. 1] yx;k hy^D [4. 3. 13 "risfrUE 

i/t7UO : r>- 1 --Ok 3 - y^D^>r>- 1 - 

*r ;k 2 - vi7P^\^ir>- i — f ;k 3 -y^a^ 
ir>- 1 -^M^^tf^n^o y^D7Wyl- 
;k*cD#jI&0iJ<hLTte, g$t4-10©y^D7^ 
^S/X-;l/S, t*J;L«2, 4 -y^D^>^yX>- 1 
--Ok 2, 4 -y^7P^yX>- 1 --Ok 2,5 
-y^PA+ij-yX>-l — t )lt££rfmft>tlZ>o 7 

v-jimcDitmumtVTte, mm^e-i 407U- 
mtf:7xx;k (i-±:7^;k 2- 

[0 0 12] ^K1t^giS<D»M&#J£bTte, #J*_ 

tf7>j;k fxxjk epu;k :*=*uvu;k -fy* 
*u-vu;k ^7*/u;k -rv^-TViuk -f^^yu 
;k tr^/iuk 1. 2. 3 -**i*-^7\/u;k 1.2, 
4 -^^it^7yu;k, 1, 3, 4-^^it^yyu;k 

7^1fx;k 1, 2, 3-f7y7yjik 1,2,4-^ 
7>>7*/U;k 1, 3, 4-?7y7yjik 1.2,3- 
MJ7!/UJk 1. 2. 4- hU77'J;k T-h^^U 
;k tfU^;k eu^y^k t?U^>?x;k tf^>>x 

;k hU7^-;^^©»#»^ais**i!ia;«A« 

^>777-;k < v^>\/:7^x;k (b3 
xxjk OKiuk -fv-f>Ku;k iH-^>yy 
u;k ^>^^^7UJk ^^y^-ttvujk i, 

2 -'OV-f VttWVJl. ^>y^77u;k 1. 
2-^>^V?77U;k 1H-^>V>U7*/U 

;k +yjjk -rv^yujk -»;uxjk *^/>J 
xjk *y*1tUx;k 7^7vx;k t7^Uvx 
;k :/Ux;k yr'J^k A;i^AVu;k a-*;i/ 
^Uxjk 3-A;i/#'Jxjk r-*MUxjk 7^ 
U>>x;k 7xy+1tyXJk 7x;?7yXJk 
i~iS-)l>, ^x/+1t^-rx;k ^7>hl/XJk 7i 
th'Jyxjk 7xthD'jxjk -f>F'Jyx;k t: 
dp (l,2-b3 fcfU^xjk bf^yp [1.5- 

a3 trus^k ^yy [i, 2-a3 tfu^k a 

*V (1, 5 -a] fcf'JvMk >f 5^1/ [1. 2-b) K 
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U^yxik <^^;(l,2-a] tf'J^xjk 1. 
2,4-HJ7\/n (4.3-a) tf'Jv^k 1.2,4- 
hU7^/P [4. 3-b3 eU^yxMi^MSS 

[0013] #^#^^a(D$f3s^j(hUT«. m 

x.«^^->^x;k 7-fe:^s;x;k :**-fe^x;k ^x 
^x;k en'Jyxjk ^h^t:KP:7U;k ^*^x 
;k t^UvMk fh7tKae7Xik tWJx 
;k f^MUxjk t!^^x;k t 6 PUy/, t: 
io ^'Jyy, ^*uy\ ^^;!/*uy&£a^f 

^3^iW^n^ e ggi$nT^Tt)ct^7^y* 
tc^fe^T, Ii3nfc7$yi^itn N-tyii 
7^ySMr/N, N-^s^7^y*^tf^n^> 0 
ifft7^yitLxn ^j^.«c,- l0 7;^;i/a, c 

J . 1 .7i^xjH, C 2 -,o7;i/^x;US, ^S^S, ^ 
*i«^HC 1 -,o7yJ«^, HB£fcte2<BB&g 

iLTWt^7^yi ;*^7^y, zS^^jit 
ay, x^;k7^ y, ^x^;k7a y , ^y^;U7^ 
20 y, > ? 7U;i/7^y. y/7PA+yii/7^y, 

7^y, N-^^i/-N-7ix;y7^y, 7ir^;i-7 
ay, ypt°^-x^7^y, ^>y<ji/7^y, xn^ 
y-oi^ay^i) ^tf^n^> 0 

[0 0 14] W&2tLT^T*>&^Ti/)imz£>rtZ>T 

Atf^ifci-i o<7)7;i/*y^;i/»> £*m$c3-io 
c7)7;pyy-r;i/*> ^$t4-io^y^u7M;^ 

K»4-io^y^P7;^y^;n, 
6-i 2(D5?SKAiWxiHf^if^n^o E*^8fc 
30 i - i o(D7)ijj )i>m<DtffmuMtii>Tte, 

*;i^;k 7ir^;k :/pt:;*x;k y^u;k <yy 
^u;k /tuu;k -fVAi/Uik tv\*P-r;k 
y<;i/, ^\y^y-r;k ^-^^y-r ;i/^£^^^n 
^^©:3- i o<DT)itrj'i)i>m<Dtffmumt it 

tt, ^JA«7^UP-f;k ^^^un^jk ^7Phy< 
jl/, -fv^nhy^j^W^Wo ^S^c4-io 
o>^P7^*y^;i/a^ig7i^J<i:L,T^, CT^^v' 
^□^>*Ji/#xjk ->^p^>^>^;^#x;k > 
/7p^\^it>*;p^x;k y^PA^>AJ^xj|/^ 
40 ^#^^n^ 0 ^it4-i o^->i7P7;i/^ry-f )vm 

Jim, m^\ZmmwLi-3v>7)izi3rism, /\ay>m 

[0015] fi^^nxt^T^ci:0^t KP*->Jl/»^*5 

so ut. ift^ntt FD+i/jHtum {^ja«7;i/ 
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TvW+yl, 7U-JW+ySf^tff>n^o 7 
^n+vS^Sffi^JtUT^, g*Si-io©7;i/ 

V^P^y, ^h + S^ <V^h^y, sec. 

ir^;P*4-^*©»a3tt«ilxTtt, M*$c2-10<£> 
TJltr-Jlttis^ «*tf7U* (allyl) 

JffjB&fcltLTtt* MiS3-10©y^n7M-jl/ 
*^->*. ma2-y^D^>T^Jl/t^y, 2—> 

ism<DtffM1imtLT\Z* g*i7-10(D7 7;Wl/ 20 
**yS, Mitf7x-;i/-c,. 4 7Mmy 

2-13©7->;W*'>S, £Sfc#*L<ttjR*»2 

pfcT*-;p**^, r/^U;^*^ <v^UM+ 
tttft SiS6-1407U-WtyS, #JxJ£ 

7 ^-^^^^jw^tfsn*. i7 u — 

;i^*>-*te, l&t^b2ffl<Z)BeiX£WbT^TfcJ; 30 

[0016] ■ftsnr^TfeJ:^*— 

y^D7J^;i/WS> 7;i/i--;^tS> ->4? 

7'J-iI/ftS^£^tf6tl^o 7)V^)V^m 
©(fi&Mtl/TH 053ftg!t 1-10 <07;Mr;i^:*- 40 

V7°pt°;w, <yy^f^ sec. - 

ttjitt, t. -y^;^*, ^>^;i^;t, -rv^> 

y^ft^#tfe»n5. y^D7W^ 

KOffiS&WibTHU ^Sc3-lO0y^D7;i/+ 

«Atf7U;i/ (allyl) ^n^W 1 :*, 50 
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3o v^P7;i/^-;^^«(D»3a^Ji:LT«, 
»3-10fl)^P7W-^*S, «*tf2-i >i7 
n^>^^;u?^> 2 -s^p^ir— 

77^mso»iftWtLTH 

7- 1 0(7)7 ^J^_«^x-;p-c,_ 4 

^■^if) f^ttf&ns, 7U— ;^**o)»aittwt 

Hft K*»6-1407'J-;WS, «Atf7z 

^^i^*-****** ens. iTU-M 

l&t>b2fi<D«ift*£#LTlvrfccfc<, £ 

[0 0 17] XXf;Ht$nT^Tt)J:l^M*y^ 
Stl/TH Mx.«7;i/P + y^J^-jH, 7^;i/+ 

Xit. Kit2-507Ji'P*y^M-;H, 0ij^« 
^h*S/*^#n;k Xh + y*Mzjl/, 7 P D#+y 

#;p#-;h yh + y^j^-j^tf^n^, 7r> 

8- 10 ©77^*J^y*;i/*-^S, #Jk.«^> 

^Offii&MtUTtt, j^£fc7-15(D7 

;k p - bu;^+y*;«xji/f ^n^o rt 

»* b < i - i oo7;^m 

^$t6-i407U-;i/STSD, b 
<«c,. 3 7;^;i/, ^u;i/, ^x-;i/ f 7x-;k ± 

[ooi8] s [i] ^ R^snsgfk**us<fc 

*5 i* I4S 6 t^nii&WISS 1 B£t±, «F 
Sl<Hl^31tLT^Tfc±<, C^cfcd&B&S 

tltll ^JA«^*Sci-6<7D7;i/^;i/S, mm%t2 
(ak 5^x-;k 7u;k try 

^it7-9(D7 7^m 7^yS, N-^By-C 
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,-4 7^75 yg. N, N-^-C,. ( 7;^7 5 

y*. ^^Sc2~8©7->;w7sys 7±^)i7 
sy, yatf^-^Tsy, "<>iAf jwysyfc£) . 

75yyS. ^*g2~8W7->JH (0tj. p^§:2~ 

8cD7^y-f;u»^<i:) , *;wtt-r;pa, N-ty 
-c^- t 7)V^-)it>)vn^ )vm. n, N-i?-c,- 4 7 

c,- 4 7;i'+ji'y.;P7r : E:-r^» n, n-v>-c,-<7 

1 ~4©7;wa + ->^ mmik2~S(n7)l>r=-)V** 
->S, SIt3~7©i/^D7JWm->S 1 k^Sc 
7~9©77MM+->I, B?*&6~ 1 4CD7U- 

;i^*->s, mm&i~4v>7)i>*)v^ 

^»7~9©77M;^tS. E*iSl£fc6~ 1 

4 07 l J-Jl/ftS. XJl^S, y7/I, 7i^KS. 

ntt*ataTf**. $^»r»su<ttc,- 5 7;u 

sw, ^-y- »/ u ;p * & ft? 1 7 V u & -s . 
[0 0 1 93 S [i] f» Ytt, -co-, -ch (o 

H) -$fc(J-NR J - (fc&'l/R'lilftSnTWt) 
Jcl^M^SSr^cT. ) Sr^-T^, -CH (OH) - 
j£;tte-NR J SIK CZlCiSUT, R'TtkS 

n*B*$nT^Tfe«t^7;P+;i'Sfc*5^-57;m i ;p 
SiLxn ^^S:i~4(D7;i-+;i-a, mtfy^ 

sec. t. -Zf=f-)Vfs.Eii^\i e»tl5. * 

*, HM. 3^3?) , ftSScl ~4©7;lo*-> 

5 (#J, yh + x, Ih + y, ^D#^->, y'i-^v', 
-fy7"h^y, sec. -7"h*y, t.-7"h^y&t') , 
th'D^yM, rhDS, S$S!l~4ffl7yJH 

n«, 0, lSfe«2$gW Sf*L<«0 

<(iCHTS5. 
[0 0 2 0] 5£ [I ] <f. Ate, 

#JA«-CH, -, -CH (CH,) -, - (C 
H,) ,-, -CH (C,H 5 ) -, - (CH,) ,-, - 
(CH,) ,-, - (CH,) 5 -, - (CH,) ,-, - 
(CH,) , -fc^tfJfi&SJ©*)©. «9X«-CH = CH 
-, -C (CH,) =CH-, -CH = CH-CH,-, 
-C (C, H s ) =CH-, -CH, -CH = CH-CH, 



10 



20 



30 



40 
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-, -CH, -CH, -CH = CH-CH, -, -CH = 
CH-CH = CH-CH, -, -CH = CH-CH=C 
H-CH=CH-CH, -tS.£<D^mu<Dh<Difimvf e> 
tX-5o Att. $fiL<«^^*fc«B?*gcl~4(0 2 

Kit^^fzit- (CH,) ,-Tf»*. R'tssn 
2>7)V*)V&tLT\$. WI2UfcRMC*5ltS7;^> 
*<tig«©*>0>!Wflne>n<5. R' «, »SL<«tK^ 

[0 0 2 1]3t[I]f, gB^fiSitiC 

[1^3] 



4/ 



est*. &Bm\zmmtmnm&KT. ) * 

LTB, 7;^JU*. l^SnT^tfeiUtKa^y 
;i/S, Any>If, gft$ntUTfei^7y^S, 
^hnIiJ:tfmsnT^Tt»±t>75/ii«*(f6 

ns. ;ne,n ^-rnfettjzecoRT^^tia^'fbTK^ 

[0 0 2 2] SE, -rttto-6«»*iftSC 

lit 4 ] 



4>- 



Tfe«k^7>';WS, ^HDlSfc«SiSnT^Tt)J; 

^7syi^t„ ] £srr= R ! T*^ti2>7;v^;i/ 
«&3nTiATfcj;^7->;ug, tfs&snr 

l/>TfeiH7Syli:bT(i t^-TtlfcHtiai<DR-e^$ 

©£iwi&©*>©a^f en-g.,, r j «. }fSL<a*i 

. jt»*nTlr»Tt)J:t»t h'a+->MSfc«AD 
ffil/<ll*|(BfSftlilij«l'v4 07il'3+yi 

[0023] s; [ 1 ] <k L&cfcz>*Mte, 7kmm?$>%> 

cflCStl L, (E) (Z) #a«SMTr*. *fc. 



ica. 7>y 



50 'J y>y^>^0 5fiC^K$IC<t?> (R) 
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6 (R) -ttfccfctf (S) -#©**Stt#*J;CX5-t 

[0 0 2 4] ^ [I] t*3n*ft^l|fl!)ff*Lli«i 
ITU R^C,- 3 7JWk 7'JJK ^xx 

;h 7i^fi±»t75 1 **61tfft5 1 a^l 31 

fcB?77U^S;m^0 ; n*«0$fcttl ; X^C 
H ; A*«ilS^#*fc«- (CH 2 ) 2 - ; R 1 ftt*«jH 
=F ; SRE-r)S:feftW»«!igSC 10 
Mb 5] 




[0025] se [i] T«aft*ftd4ii©»aa:«tb 

Tte, 0!l*.«5- (4- [2- (5-X^;l/-2-tfU 
>W Xh+y) ^>yJW - 2, 4 - f-T^SV 5?>i? 

(— : e*ifU^l/» ; 5- [ [4- 20 

C (3, 4-ytFD-6-tHD + y-2, 5,7,8 — 
■7^h^^^;l/- 2H-l-^\>^7tf^>-2 — Ol/) * 
h*v) 7xzW -2,4-f77'Jy>y 
: hn^U^7» ; 5- [ [4- (2 
- U^l/- 2 - fcPJ iS-)lT^J) Xh^y) :7 a:- 
;W -2, 4-^77Uy>yt> (— « 

£ : Dy^U^y» ; 5- [3- (4- (5-*^;U 
-2-7xX^-4-?7yjiMh + y) 7iX« 
?UM.)V\ -2, 4-*^7)J^>yt>&£Wf 
£tl£ 0 30 

[0 0 2 6 ] a [ I ] T«Sft5ft§«Oitbtli 

*l«g£<h<7>:!&, #«KiO)it[, i&Stti:*! 

H»tt7$ys<!:©a&i:^f5n§. mmmmtcD 

)l£i ] J±M&m, *^H7Jl/ax^A, 7>^x^A 

l/TH WAtfh'J/?;i^7^X hUxf;i/7^>, 
bfU>?>, fcfnu>, x^y-^7^X yx^;-^ 40 
7^>, FUx^y-Jl/7 5X yyi7DA+yi!/7a 
>, N, N - y^>>;^x? 1/ >y 7 ^ > 7i i: i ^ 

ant mm. mm, u>«ft£t©**«» 

vh>8, ^x>i, 3A^», U>rfK> 
^>x;i-*>^, ^>-fcT>*;w*>K* p-Mkx> 
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^;i/x^ >^ if t (Dm^mtf % n, m^r^ymtom 
>mu£t(DM&mft>nz> 0 

[0 0 2 7 ] a [I ] T*3n*ftft»tfcl«0* 

[0 0 2 8] St [I] T«Sft*fc*«*fctt-*0if[ 
tt, «*»i#WBB5 5-22636 (EP -A 820 
3) , M0g6O-2O 8 9 8 O (EP-A 1558 
4 5), &m$B6 1-286376 (EP-A 208 

4 2 0), ftMRB6 1-85372 (EP-A 177 

353), ^mme 1-267580 (ep-a 19 

3 2 5 6) , ftmW- 5 - 8 6 0 5 7 (WO 92/18 

5 0 1), #i¥7 - 82269 (EP-A 6052 
2 8), #M¥7- 101945 (EP-A 6127 
43), EP-A- 6 4 3 0 5 0, EP-A-7106 

[0 0 2 9] *iiCfflt^W^f>XU >J£tfittefc§ 
l^LTH ±fELfc^lC, SSklWAtf (±) -4 

- [4- [2- (5-^fJl/-2-7x-MW- 
;i/-4--f;W Xh + y] sOZSjl] -IVttWW 
>- 3, 5-5?*> (JTT-5 0 1) 

5- ( (3,4-^tKO-2- C7:rx;i/;*^ 

;i/) - 2H- i -^>ytf 6 ->r ;w - 

2, 4-5 L 7yjy>yt> (— «* : X>^U^/ 
» Sfcfi*®* (ff^K^th'J^AD ; 5- 
C C4- [3- (5-^^-2-7xX;l/-4-t* 

ityu;w -i-t+7 7 p ptf;w 7xxjw 

-2, 4-^77'Jyyyt> : 
7VCP-8 6 3 2 5) *fca*Oift (ff^L<^ 
hU^AD ; 5- [2 - (5-^f^-2-7xXJP 

- 4 u;^^;!/) ^>Vy^>- s ->t;m 
- 2, 4-**-y-v/u^>i?*> (CP- 9 2 

7 6 8) 5- ( 2 - :h 7 ]/-)VX)l V 

*—)],) - 2,4-f7yjyyyty (AY- 3 1 

6 3 7) Sfctt-t©* ; 4 - [ (2 ;* 
5=-;W -3H-1, 2, 3, 5-^-^-y-^T^T^/-^- 

(AY- 3 0 7 1 1 ) $&fct?-<0*6; 5 

— C C 6 — (2 -^;i/^-D^>^;u^+-» -2-^:7 

*M *7M -2 ) 4-^7yUyyy*> (MC 
C - 5 5 5) ifctt-tOtt ; (±) - [5 - [ (2, 4 
-yt+V?77Uy>-5-i'jl/) *3\H/| -2-* 
h^>-N- [ [4- (hU7Jl/tP/fJW 7x- 
;H ^>X7^ H (AHG- 2 5 5) 

^(Dig;4- [1- (3, 5, 5, 8, 8-^>^p<^ 
)l-5, 6, 7, 8-fh7tHPt7^l/y-2H 
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)V) Ir-W (LGD 1 0 6 9) ^.tcit^t 

(Dm; 6- [1- (3, 5, 5, 8, 8-^>?*^)l> 
-5, 6, 7, 8-rh7bKPt7^l/>-2-'f 
)V) ->i7DyPt;P] Z3f>g (LG1 0 0 2 6 
8) ^fctt-e<D^ ; 1, 4 [4- [ (3, 5-v> 
2, 4-my7y'Jy>-2-fM 
- (YM-4 4 0) 

g^cte^-O* ; CS-0 1 1 ir+i'X'J^A (dexl 
ipotam) ;GI-2 6 2 5 7 0 ; INS-1 ; AR-H 
- 0 3 2 9 2 4 2 ; CLX- 0 9 0 1 ; FK- 6 1 4 ; 10 
KRP-297 ;CRE-16336 ;NN-234 

4 ;BM-13-1258 ; S- 1 5 2 6 1 ; K B — R 
-7785 ;DN-108 ;DRF-2725 ; GW- 
2 5 7 0; GW- 2433 ;MXC-3255 ; L-7 
46449 ;L-767827 ; L-7 8 3 2 8 1 1s.ii 

t>#tfe>ns. ^n^ofb^cDtttuxtt. wriebfc 
[i] -c&2nz><t&®<Dmtmme>h<»&m^*>ti 

■s. 

[0 0 3 0] -i >Z. U >Stritt&#^e, £F£ b < « If 
Wlz-fm Sfcte (±) -4- [4- [2- 

(5 -y^MP- 2 -7i-;i/^-^itV-JW- 4 
ih^y] ^>^w ^ v:**-y-7'j 3, 5-v 

s. #fgwc^Tm^ns^>xu >etatt&#a§ 

2@R±SrjIfi:cDiiJ-&T^L-Tffl^Tfc=k^ < , 
[0 0 3 1] #fgajtC^e>*l3HMG-CoAjtx;g? 

£ 3-th'D*y- 3 - A^)l>? Jl-ZULy?^ 
AAMfcmm (HMG-CoA»l) £B«-f-5>* 30 

X^f >, Xj|/A*X#^>, -f^AX^X ZD-4 

5 2 2 sfett^-neo^i'^tf ens. « 
titft WfSbfes; [i] -emznzit&yxDMtm 
m<Db<Dt)m^<inz>. hmg-c o AWTcmmmmm 

^Tm^znzHMG-coAmTtmmmwMit, 2m 40 

[0 0 3 2] *mW(DmiZ&^T. tf&l,WM.&&t>-£ 

1) e^^U^7>Sfc«^-cD*S («F£b<ttitSMfi) 

h<Dm.^t>^ ; 

2) tr^^U^7>S^«^-<75« (*f?£b<ttifigM&) 

ifi) ; 

3) tf^7U^7>Sfett^©^ (#3;b<tttt^il) 50 
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£7 h;UA*X*^>$£k^?-©«£<om^;b-ti ; 

4) Dy^'J^'/>^d«<Dt ($?£b<«VH*> 
SUfi) t-fe'JAX^Vifcte^OiS m&LKte-fh 

5) P->yj^/>£/tte^CD:& (ffSKH7K> 
SMfi) t^AX^^fcte^-tf)*! (»$b<Bth 
U^Aifi) ; 

6) □>-^'J^ > />Sfc«^-C0^ (Jf$b<(i7K> 

sn*. 

[0 0 3 3] *SMC*HT. TNF- afl&fMSUiteU 

T. TNF- a£±«*fcttTNF- afStt*ffiT$-& 
[0 0 3 4] ^fflTNF-aWill. HftfLf&t) 

(«, tK v?x. 77K ^-y-*. -fx, •> 

7$, ^)Vm) fc*#U TNF-a«4t 
( TNF-oiaO^nS^I) <73^K43 
J:tfJ&*8libTfflH&tt*. -CT, TNF-o*»H 
#-T**JSi:tt» TNF-oOlFafciDML. TN 

M»'J«?t^ gffiH£Nffi& 'Jf7flWl«, IS 
ttHTOlfc. #R^f<0NM ; SS* ; ffi® ; • 
*£©5fcft ; BflfiOigfl? ; 4441* ; PSgljfc ; B&Msfc ; i$ 
^;7h e-tt/fcj»& ; 9 a- >*J. «*tt*J3l2fc#tf) 

•y-;u3-r k— >x. mmmmoftiz&Bmm*?) , an 

BHSttlMEA, ftttlUfTl — ^X, XD-> 
M. aEftffittSifiittltiliu Ifcft, *MH£tt*tA («. 
7;k>A-fY-i, /t-*>V>*!. g&tfffi&ffifti&Eft; 

wmmmamMKmm* m%mm, wmmm. mam. 

t^m «^-r;ux^ft <«, u--f h*i3)V0'()i 
x. -f >7;i'X>u s ^-f ;wx, 'Mi^xS'-f ;wx^©r> 

^ft7S£*^tfens. 

[0 0 3 5] *3BM©att, gM»T$5^>X'J> 
ffitatt&#*£, HMG-CoA15nSiBSItM 

«B*^«yj (^JA«^135feIE) fCfBm©#©^] t 
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mm. . &$i jfin^gij, m 

[0 0 3 6 ] art, iispa9*«ti;*iigpa(ojsi6ffit io 

■n-tjup-x, ssii*y-f mttz) , mmm («» & 

7., *;i/#^v^^Hr;pp-x*;i/->^A, fggftfi 
tFa+yyaf^l/D-^, ^px;*j;Wjxd— x:h 

hj^a, ^^v^^wx^-^hj^a, mm. 

;up-x, B«f, d-v>- hw\D-x, 5* 

~>u*, * | jxfi/>yij3-;i/6 0 0 0fea 

vn>|, 3A^S6, DL-U>3l, 
■7l^-f>i, 7v;H, ^x>BM$©»«3-jfcttifc»:*- 30 

[0 0 3 7] 5 etc, »ffl7X + >y, W^S^H 

P— T--C>^*fT olfeiK 3— >y3>Jt IT 

X. >^7i"J^#'j7-L, ^^7^U;P»pjP 
UV-LD, *&72 U;i^P#>JV— S, tHP^-> 
T'Pt^l/^^^-fe^P— 77^U- K tFP + y7'D 
tf^^^;Hr;i/P-XT-tr^-h-y-^->^-h. 40 
^^^^l/x^nr^p-x^) . W^tt^uv- 

m) , Tkfgtttf'J^- (#J, t HP + v-T'Pbr^-fe^p 
-X, k FP*->^B KJMf MIPP-X*) , 
i§tt^'Jv— (w. x^;u-t;up— x, 7S/7;^ 
/^7^'Jl/-ha#ij-7-RS, 7^ D;k^x3\/p • 

^etl-5„ P— >^SrfT3J»-&, ±BBP— f-^Oif 



[0038] awaott. ettri6»s»*jw («, y<x- 

XTween) 8 0 (7h7X;\^^-ttS, *H) , HC 
O 60 {E%'r2.f})VXm , *!Jxfl/>^ij3- 

A&£) . feftM 7ok;P/t7 
^y'J)V7)Vu—)V, pun?? J—)V, 7i7 

>, D-vjUfi — ;i/, D-v>~h-;u, +->u 1 — 

jv, 7F9«, tsuztmz, <w, * 

(0iJ, *U--7*<tt ( P*T?fc, Jg^jft, P->ffl^t*(Ott 

; 7*Pkl/>y , Ua-;k, vi7Prf— hu^x" 

ifijp— yptfi^>y»jp— ;k D-v>- 1 — 
jv, hUAP-x, ^ms^^>v ? ;p, x^y-;K h 
UXT3 7 *^>, ni/Xrn- ^, K'Jl^y-Jl/7 

-fklfU (#k Xr7'JJl/NUl^y-Jl/7S>, 7^U^ 

y, ^-fb^>-tf;upx^A, mt^y-V hx^A, 
XT7'J>8y*Ut'J>&t'©Mffitti?J ; #Ufxjl 

-fe;pp— xtFU7A, y^;nr;up-x, kh'n+y 
y^JWirjl/P— X, th'P+yXfJWD-X, kH 
p^->x°Ptf;Hr;kP-x^£(7)ii*ttiiS^^) , M 
ffiitm («, U>»*. B^KiS, ^Kig, ^x>**& 

*-f >, ^yiS)\>7)Vn-)im . K«i¥J a^^- 
+ y^lf8xxfi^, ^nn^y-Jk ^k^> 
•y-VPp--^^, ^y-j)VT)Vzi—)V, 7x^f;P7^n 

rkHPii, v)vv.ymm m<»mm*m^ 

[0 0 3 9] ^.fflfflltt, »tt«»SHtt. 

SO («, ?L«, D-v>-| — jv, yty-fy, ^s-fe;u 
P-X, B*^£) . itite^J <«aj, j^ma, ir^P 

as^ffll©»^•^s^:^^fBI«tUT«3l^n4. 

hU^A&if) , ^iS^>J («, A5^-^->SA#iSXX 

i'np^y-jk itYk^o-tf^px^A, ^ 
>-^jk7;kP- ;k 7i*^7;kP-Jk xtKPg^ 
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[0 0 4 0] &mt. fgttJ£#£f*ft£fc«:*tt©S 
£ft&. Kffij£ti(Diaig©^;r^£n&fattS&J<hb 
v-iy-zfV)im (tin 7^x>y-tf;w->^7 h 

[0 0 4 1 ] *3fiW©»J©S#»»ti» #(cK^sn 

r> a^fc-f >^ u >istttts#itHMG - c o a 

■Sfclft-S-JEHBtbTtt, 1) 1" >X U >jgtaf4 

t h m g - c o Am7tmmmmm t & mm\zmm 

<tlsTm*>tl%m- ©S?W©S#, 2) -C >X 'J >igta 20 

iHMG-Co A &7C&XIB&iE t SJW* Cfi 
3BflsbT#&n*2a©«JW©|si-!8:#llBtf©|3|i^ia; 
3) > X 'J >SjRttai» iHMG-CoAS7t 

>«StttBS:#aid:HMG-CoAa7n»*lia#*t*8iJ 

* \zmmt ix# 6 ti* 2 m<Dmm<Dmti.z>i9i$-m®T* 

©raP#e#, 5) -f >*U>ffl$ttt3c«MK£HMG-C 

Atf. -1" >X U >ffitatt5fe#3l, HMG-CoAii^ 
Sfclfl**©*^©!^, **WiiS»©«*T?©S-5-) 
&£*t#tfsn.5. ±12 2) Sfett3) «t» 

3 6 < 'J >ffijfittSMMfcfe 

[0 0 4 2] #SB"W©iWtt, «t$fcffi<> «fLKr<M( 
(0<J, th, T^X, CU-^, -TX, 

WKSfc^Kfli^&ft*. *5g^©S«©&#»tt, <!*© 

**s«fctf#«, ft*. «-5-B*ffl, MM 

>x u >s*xttes:#^43 itfHMG - c o AMTcmmm 

K£j£AA# (ft* 5 0kg) («*.tf*S£tt£ftK:B 
*l/Ti»s*#) lB*fc0fflS#l 
ilHtO. 0 1~1 0 0 Omg. $?£b<«0. 1~ 5 0 50 
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OmgTfeO, uOl*l B lftV>LftBlC&l*Ti&-*-r 

>©10*fcD©g41H IS7. 5~60mg,$f 
SL<ai5~4 5mgT^. -f >X U >gtr[ 

ttSSIi UT b D if ij ^ >/>*ffl l^f^, KDif'J 
^V>C0 1 B&fcD ©&-¥»«, iI3U 0 0-1000 
mg, »Sl<li2 0 0~6 0 0mgt*5. -f>X'J 
>«ttttSfc#*£LTn->i>'iJ^7> (ifctt^©-?^ 
-Y>&ii) Sffl^*#&, P->^'J^y>©l B$>TcK) 
©&-5-SWU Ml~12mg. jfSb<tt2~8rag 
T&£„ HMG-CoAil7cl?*GB#^£> J&A,** 

5 0kg) («Atf&£tt0iJ&K:«J6lxT^*& 
m) fc»#T*«^. lB&fcD ©«#»«, fflfltO. 
0 1~1 0 0mg> Sf*b<«0. 5~5 0mgT£U, d 
©»£1 B l&l,>L&iaC^tTS#T5;i 
3. tD^ttHMG-C o AM7G@#*iH^<i:bT-t:'J 

hUOACDl B*fe0©©-^4«, il#0. 01~lm 
g, ffSKHO. 0 5~0. 5mgt$5. £fc> H 

mg-co AmTzmmmwmt tt^7;u^f>t t- 

abfc0c0S#»tt, Kl~100mg, $fSL<(45 
~5 0mg-C*-5. HMG-CoAlrtB$Ititt 
T->>AX^>£ffl^-£>t§-S\ ->>/N*X^^>C0 1 B 
*fcO©a-**tt. ffl#0. 5~5 0mg, lifSKH 
l~20mgf*5. HMG-C o Ail^c»^ia#^i: 

^5 L >^-hU'?A©l Ba&fcD©S#S«, ii^5~2 
OOrag, #ftL<B10~10 0mgT3bl>. 
[0 0 4 3] ^fgl^cDSiJtCfclAT, -f >XU >S*xtt3fe 
»*iHMG-CoA5l7C»SSffi#*i©f3-&lttt, S 

a®. Em-urn, iSKot^tit^ci o , afta*? 

t*it*«l?#4. t»JAtf-Y>XU>ffii?tttefc3ljg is 
SgB^^b, HMG-CoAlSi*It«£IS0. 

o o 5~2 o oa»gBS«. fi=si<ao. 0 1~0. 

[0 0 4 4] *^bj<d^J«, >x U >Sfixtt55:#^S 
feHHMG-Co Aajc»*IBgF3ll©*3ffii9:#K:Jt'C 
T, *afiSnfcTNF-offlJttffffl&#-r-5. 
-f >XU >Stf[tt3S:#^i:HMG-C o AMtc^IB* 

ns*ja*t»*b<tt^fflswr*«^ n©«fc3& 

[0 0 4 5] *»W©S9fc*S^T, <>^'J>fiRtta 
fiitUHMG-C o AS7C^E*«»CS^SSr& 

mmmmmtvxit. rmmmmmm k>x 
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mm (HMG-coAMTimmmmmzmo j , rm 
[0046] mm rmmmmmm w >x «j 

#3K&IS<) j tUTIl W*.tf-f>*'J>. -OXU 

a, ^jx«^->, ^©»«^&aaisn&»»-f >x io 

SrfflVijfte^x^egfc^-fiEbfck h-r >xu 
ife>tis. sfc. -f>xu>ti/m o. 45*6 

0. 9 (w/w) %fflffi«i^M >X'J >ffii& ; It-fb 

^p^s>-r >xu>ffi»&ift>«vi6ti*. sec 

-Y>XU>«, -f-©7 5^^>ha&S^tt^#(t: (09, 
INS-lfcf) TSottiiK &*5, -f >XU>fctt, 

mm?m, mmm. -mm, •fws. mnmtziim*v> 20 

[0 0 4 7] *^aj<DSiJ<t, -<>XU>tS»^t)t 

[0 0 4 8] -f >XU>^<&itl£<i:l.Tte, 09A«X 
CDJM$09ibT«, 09Atf MlO^S i7D;l/^P/^ 30 

1-7^)1- 3 -^P-VJIVUT. %)V 

-taBKfl-k:*), <>XU>#f#{£it*<hLT«. 09 
^.tf^-r-i/U-K (nateglinide, AY-4166) , S^^U 

— H [ (mitiglinide) , (2 S) - 2 -*<yi?)V- 3 40 

- (vX-'x+Itt HP - 2 — f V-f > KUrMJl/# 
XJW 7 p Ptf^->i?*;U->>i'A 2 7kfd% (KAD-122 

9) ] . Wt^UnH (repaglinide) &£*as#tf£>*i 

[0 0 4 9] MifT-jr-i KSHtUTtt. «Atf:7:i:>* 

X, tf^U/tf-X. 5 y J I — ;k I5^Uf- b (Em 
iglitate) Stl*. ±fB^tcfc, W^ft 

(-f >^'J>«tttt3fe#**»<) J tim 50 



M^Uix^p'-fey h (ergoset) , ^7A'J>^-f H (p 
ramlintide) . l/^>, BAY-27-9955, T-1095&£#« 

mi ^ns. 

[0 0 5 0] 09x.tf rtt£ft«|g$ (^f >x u >JgJntt 
3fc#*SR*<) J ft, *AJS# Wi5 0kg) 
T-S>i§£\ 1 B&fc<9©&#»2, fflfltO. 1~250 
Omg. Jf$L<il0. 5~ 1 0 0 OmgT&U, d04£ 

i a i fcuusiajK:#ttTift-5--r*c:£a«T**. 

XD>£, JfcAJS* (#fi5 0kg) fcfi:# (S^tta 

fifl 0*6 1 0 OU , JfSKIll 0*68 0 

U (JjMi) T&U, 1 B 1 t&^Vgc&ZftttT 

84t«Zii«T**. ^>X'J>»«i^ tfA 
fit (»I5 0kg) ll^#n«^ IB 

jl^srO. 1~1 0 0 Omg, $?i;L<tel~l 0 
OmgT&'J, 1 B 1 fc^Vm.}el\ZfttfT&5-? 

Mif?^ HJWS, fi)£AA# (M5 

0 kg) l:«4t4«^. lSMOfflS^Ill a* 

1 0 ~ 2 5 0 Omg, £ b <(J100~100 0mgT*$> 
U, i b l ti.^L8.lel\zft\iT&*3--rz>z\£& 

5 0kg) fc»#-r**^ 1 B&fcD©«^-Stt, a 
•^0. 1~4 0 Omg, ff^KHO. 6~3 0 0mgT& 
U. COi* 1 B 1 te.^U&®lZftVT&*3-T2>Z\ttf 

[0 0 5 1 ] S9IB r«^^#f)gf&iS?«j iLTIl 09 
h ; x/i;WUX^y h ; 3, 4--/tFo-2, 8 -5?-f 

vyp tr;i/- 3 2 h- 1, 4 

■9-5?>-4-ftK ; •fSI/XJ'^h; t'tl/X^-7 
h ; 6 - y)V*u- 2, 3 -i?t KP-2 ' , 5 ' -i>^ 
^y-XfcfP (4H- 1 -^>"/fcf7>- 4, 4 ' — f 
S^/'jy>] -2-M***5f (SNK-860) ; 
7ftH^x^i» h ; V)Vld—)V ; ^.fctXl - ( (3 
Dt-2-'<> > /77^) XJl/X* -2,4- 
-TS^/ l Jy>y*> (M-16209) ; CT-112 ; NZ-31 
4 ; ARI-509fi:af*«*tf 6n*. >a >H**i: 

ITU, «Atfhfrys?> (pimagedine) ^i'd^tfe. 

F, LY-333531&£*«*tf6.n*. ifBK^tcfc, r«K 

S8f 77"U H, ->pxy/-;k «K^=^vl^5 1 >, 
-f p+I-^> h^x^;U, ^v>5 1 > (memantine) . t! 
vyp"J> (pimagedline ; ALT-711) fc 6 n 

[0 0 5 2] 0iJx.tf r«^^#^^^j ^, BEAS 

if (M5 0kg) lcS-%--rs»-8r, iBa5fe0©g# 
1H MO. 1~2 0 o omg-ca&u, :©M1B1 
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23 



24 



mytmmmmmz, e£A.it wisokg) cs#r 

1 B $>tz <0 cog-^*«, M# 1 - 1 0 0 OmgT 

*<T£-3. y»J$r-": xa fiSA.it (»15 

Okg) {c&-rrsi§£, l B abfe 0 <£>&5-»«. ffi« 
1 ~2 0 0 OmgT&U. 1 B 1 fc^Lgt&Zft 

fiSA.it (M5 Okg) CS^TSf^, 1 B 
*fcO©S#«tt, fflfltO. 1 - 1 0 OagX'Sb U , Z.<T> 10 
1 B l^^b^[HllC»^T^-r-5>C:t^T#-S>. 
[0 0 5 3] SfFte TfetE^j tlttt, WAtfUA- 

[0054] mx\z mmmm\ fi£A.it was 

Okg) 1 B&fcD©8^»», a* 

0. 0 1~1 0 0 Omg. ffSKfiO. 1-1 OOOmg 20 

u^-- tria#**, fiSA.it (Msok 

g) KS-^-r**-^ 1 B &tz K> ffiStO. 
i ~ i o o Omg-eab'J. £©S£ 1 b i &nb»iafc4i- 

tna4T5ut*fCS4. ftft*Mi!|g&. fiSA.it 

(^asokg) »c»#-r*«^, lB^fc^oaM 

te. MO. 0 1-10 0 Omg, <f?£b<«0. 1 — 5 0 
OmgTfe'J, £©S£l B l&^LftBfca-W-TK^-r 

[0 0 5 5] itrfB rigifoffi?&g?&j tl/TH fclAliT' 30 

xt^y'JiK 77tyiJ;K ^^^'J^, 7 

;k u>V:/U)k -fsyyj;k ^t^UJk tn 

tt. Ml^7iyt:>, TADv»t?>, X^-vtf 40 

JHWPSKtbTtt, WAtfU^nvA'JA. L-2715 
2. AL0671. NIP-121fc£j&«|itfe>ns. 

[0 0 5 6] #JAtf riUifii/EJ&JlEmj fiJA.it 
fi5 0kg) tft4t«»6. 1 B*&D©lft-$*i. 
®#0. 0 1 -1 0 0 OmgT&'J, :©14 1B1^ 

>^»»*|SI«|g£. CicA.it (M5 0kg) 
T-S^-q, 1 H*fcD0S#*tt, fflfltO. 01~50 
Omg. JffSKteO. l-lOOmgT&U. 50 



B 1 ?5:^b§:I5J(c^ttTg#-r-5C:t^T^-5„ *JW> 

^Ajst/t^*, fiSA.it (Msokg) 

1 B&fcD©&-5-M«. aUtO. l~5 0 0mg, $? 
SKill~2 0 OmgT&'J. ^OI^IBISHI/S 

nan$. fiSA.it (M5 0k g ) Kift#-r**^. 

1 B&fcDcOfi-fj-Stt. ii^O. 0 1 ~ 1 0 0 Omgt* 
'J, 1 B l^^U^[iHC7j-ttTS:#T^Cli^ 

[0057] irie rnjgjh&fe&g (hmg-coai 
K&mm&nz&o j tutu {ajAtfyvT/^-h 

•74~J?-Y, yyn7^7-h- i"jy7^^7- 
K ^D7^7"7-h, fD7^7'J>i. Ih7^7 
7— K 7i;7^7"7-h, yA7^^aj?)K xa 
7^^7- K t:'J7^77-h, D-7-C^5-h. 

•5. 

[ 0 0 5 8 ] 0«Afc£ r^HBifil^*^ (HMG-CoA 

mytmrnmrnm^o j fi£A.it wisok 

g) tC&#T&*§^. lB$fcO©S4i«. a#o. 
0 1 — 3 0 0 Omg, $?£b<«l — 2 0 0 OmgT&'J. 

s„ y^zf^-hmit^m^. fiKA.it («5 0k 

g) lB»fcDflDg#ltt, ®#1~ 

2 0 0 Omg. JfSKttl 0~1 5 0 OmgT&U. 

1 B 1 &^L&0C#ttTg#T-5£<fca*T£3. 

[0059] Rfris rfij^fflj turn 

k ^s?pjs zttmi ens. ^y^-ymm^mm t l 

Jv'K. MJ^P;Mf7vH, bHD7DDf7y 
K. th'D7W5 L 7y7. ;l/h HD7DP?7 

v?h% *.>7)IWV, ^U^Tv'K, /f^af7^ 
K ^ E Dm if e. tl £ . trt T ^ H X ^ P > M M t. b T it , 

s h*^i"^#tf e>n&, i7p;^>if>xji/7t>>75 h 

i7'J>^, IfW-^xh*, 7Dt5 h'ftf* 

mvf ens. 

[0 0 6 0] CTAti r^ij^^Jj fiEA.it (#15 0 

kg) iB*t0fflS4ia, 

0. 01mg~100g, JfJKHO. 0 5mg— 1 0 g 
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50 kg) fcs#-r*«^. 1 B&fco a 

#0. l~10 0g, JfJKSO. 5~10gTfc'J, 

*. ?75>F*«Mft, AAA* (M5 0kg) (CS 
#T**£, 1 B&fcD 3*0. 0 1-2 

0 0 Omg, W-Sb<ttO. 0 5~5 0 OmgT&U. 
*£l B lfcV>UR0fc#ttTS#T*C£#TSS. 
fitT^FX^a SKASf (M5 0kg) K 

g#T-5«-&, lBJ5fcO0g4IH Ml~200 
Omg. «(fSL<ttl 0~ 1 0 0 OmgT-feU. 1 

**^*?B£, J5KAH# (#15 Okg) trg-^TS 
«£\ lB*fcU0g4ill Itl 0~5 0 0 0mg, 
»SL<«5 0~2 0 0 OmgT&U, iOl§lBl)4 
<^b&@lc#ttT&^T€>;i<hdS-ei*-g>. ^Djl/'O-tf 
>^M>7S PftHttg. mA&m (&fi5 Okg) 
fcft#-r*«-&, 1 B*&0 Ml~20 

0 Omg, 5f$L<!Jl 0~1 0 0 Omg-eab'J, 

1 b i&(^b«iiifc*H*Tta#t**£<hatT?*s. 

[0 0 6 1 ] fltfffib&flffflfliJWiItt, ffit©2«£U:£ 

m-mmtcDm^tiit] , iw>xu >tb*^7t-f f 

#J j . K >XU >ta- {fJlzi^y— 

[0 0 6 2] *%H®ffl:&j:tfftfflffl|Effl®&#JBflg 

5-*t*, g^Stffl^KS.tWI, &54$M, 

*.ti, **wosdia«a5fc*Hx, mmmmm&o. o 
ooi~iooo oa»gKfflvmtfcbti. 

[0 0 6 3] *5£W<Dm<DTNF-afflffl®mt. MA 
T, ifilSt't'WTNF- alJiSTSr tfCfcoTffflfi 

CoAjg7CiP*RMF££i8:#«, T^Xfiilt, jM 
[0 0 6 4] 
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*UtmrifV?>/> 2479. 5g (tf^-^'J ?*/>£ bT 2 
250g) , ¥L« 13930. 5g*5«t^;l/^+->^^JH:;l/D 
-X*^y^A (*;i/^D-X*;^->^A) 540g£ij&®) 

KD^->7'Dtf;i/-feJUP-X 450g«r*<Bbfc*«* 75 
OOgSrX^l^-LT, i§sft*&f#fc. t#e»n?>jge* 16 
820gSr*>y^-5;U (BSfD^««I^S) £iIU 
SEt*i:Lfc„ #?>n3g&* 16530gt*;P^n-x 
#;Uv"y-£ 513g*«t^7 i 7''J >WT?if*i/VA 57g 

'Ojg^* 16800g£?T&i«g (#*»fflJr 
(M:mg) : 



1) JfiBSfcf^'J^/^ 1 6. 5 3 

2) 92.87 

3) *JWa-X*;ki">A 7.2 

4) tHn^v-ypif;H:;PD-x 3.0 

5) X»7'J^lvy»^A 0.4 

20 If 12 0.0 

[0 0 6 5] ###J 2 



##0Ul t|S|«CbT, lte&fcD ttifV**J>& 3 
0iig^rr4TBEfcj«©18?B 140. 000it£t#fc„ 



1) IWIK*ifU^»/> 3 3.06 

2) IUI 7 6.34 

3) *;Mn-x*;i/^«>A 7.2 

4) t HQ^^DbfjHr^n-x 3.0 

5) Xy7U>BBv^*^frA 0.4 

30 fff 12 0.0 

[0 0 6 6] 3 



###J2 illltbT, l^afefcO tf^-^U^ > />5: 4 
5mg^W-r3Tf2fflfi£cDte3iJ 140, 000tt*#fc. 
«SWl«»fcD(D^ (f«:mg) : 



1) mm\ZW)f/> 4 9.59 

2) ®M 1 14. 5 1 

3) jtDWn-x*;^')^ 10.8 

4) tHn^y^QWHr^n-x 4.5 

5) Xr7JJ>jl^gA 0. 6 

40 if" 18 0.0 

[0067] mmm 1 



ty7A'X^f>t F Ur>A5mg«6t$|Bl^ft«:#b 
fc^tC, SlfroiftOTNF-ai&Knt, 
S-^iiuiitiKLTTNF- «i^»'J>tS. 
[0 0 6 8] 

NF- a#P*fJf£ffl£*U TNF-a*si4t5SE 

• ^«^JtbT*fflT* 

50 
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(51) Int. CI. ' 
A6 1 K 



31/427 
31/4418 
45/00 
29/00 



F I 

A 6 1 K 31/427 
31/4418 
45/00 

A 6 1 P 29/00 



7-73-K (##) 
4 C 2 0 6 



A6 1 P 



1 0 1 



10 1 



// C 0 7 D 



43/00 
207/34 
213/55 
417/12 



111 



43/00 
C 0 7 D 207/34 



213/55 
417/12 



111 



F*-A(#5*) 4C055 AA01 BA03 BA05 BA06 CA03 



CA06 CA16 CA33 CB01 CB02 

DA08 DA13 DB14 

4C063 AA01 BB08 CC62 DD12 

4C069 AC05 AC06 BA08 BB02 BB12 

BD02 BD06 

4C084 AA19 AA20 ZC021 ZC202 

ZC352 

4C086 AA01 AA02 BA17 BC05 BC13 

BC17 BC82 GA08 GA10 ZC02 

4C206 AA01 AA02 DB03 DB56 



p&GF. LEFT BLANK 



